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MEDICAL DEVICES AND DRUG ISSUES
Illicit Diversion and Abuse of Human Growth

Hcrmone

WEDNESDAY, APRIL 8, 1987

HOUSE OF REPRESENTATIVES,
COMMITTEE ON ENERGY AND COMMERCE,

SUBCOMMITTEE ON HEALTH AND THE ENVIRONMENT,
Washington, DC.

The subcommittee met, pursuant to notice, at 9:15 a.m., in room
2218, Rayburn House Office Building, Hon. Henry A. Waxman
(chairman) presiding.

Mr. WAXMAN. The meeting of the subcommittee will come to
order. Today we will be considering the need for legislation to con-
trol potential abuses and illegal diversion of human growth hor-
mone. Human growth hormone, produced by using recombinant
DNA technology, truly represents a modern scientific miracle. Chil-
dren whose bodies do not produce sufficient growth hormone are
known as pituitary dwarfes. In the past growth hormone from ca-
davers greatly improved the growth-deficient child's prospects of
attaining a more nearly normal adult height. Unfortunately, the
supply was always limited, and in 1985 these children faced a ca-
tastrophe when that natural source of the hormone was withdrawn
after being found to be contaminated with a deadly slow virus.

In 1985, the Food & Drug Administration quickly approved a ge-
netically engineered human growth hormone which has restored
hope to the families of these children. The use of genetic engineer-
ing assured these families that the history of shortages would end
forever.

Unfortunately, as we will hear today, it appears that the poten-
tially limitless supply of human growth 1. ormone has brought with
it the possibility of serious abuse. A growing number of physicians
and public health specialists are concerned about the reported use
oc growth hormone by athletes. There is a genuine risk that growth
hormones will be soon used to treat obesity, to make tall children
taller, to make normal children tall, and to slow the aging process,
all without scientific evidence that the drug would be either safe or
effective for such uses.

Safety and effectiveness are the basic concerns of all of our laws
regulating drugs. Once the FDA has approved a drug as safe and
effective for a particular indication, medical practice generally de-
termines whether the drug is used for other pm poses.

At this time artificially produced human growth hormone has
been approved by the FDA for one and only one use. That use is

(1)
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the long term treatment of children who have growth failure due
to a lark of adequate growth hormone secretion by their own
bodies.

However, as we will hear this morning, human growth hormone
presents unique pressures for diversion to other potentially danger-
ous uses.

Today physicians are being pressed to prescribe the drug for
normal healthy children, who are simply somewhat short for their
age. They are also being pressured by parents to boost the height of
children who are actually tall, in the hope of making them even
taller.

Equally ominous is the apparent development of a black market
in human growth hormone outside of the control of physicians. It
would be a terrible mistake to allow this drug to be abused in this
way.

Nothing we do should in any way hinder the appropriate use o.
human growth homone, nor should we impede scientific research
on the appropriateness of other uses. Children who meet the cur-
rent indications should have full access to this wonderful sub-
stance.

A number of physicians, including the Chief Medical Officer for
the U.S. Olympic Committee, who will be with us this morning,
have suggested placing this hormone in Schedule II of the Con-
trolled Substances Act. Classification of artificial human growth
hormone as a controlled substance would in no way limit the
proper use of this drug, nor would it inhibit necessary research.

Some of today's witnesses have raised questions about this ap-
proach, and we certainly intend to listen to their concerns careful-
ly; but we must also listen seriously and respond to the concerns of
those who see this product being diverted to inappropriate and
even potentially dangerous uses.

I regret that due to the Full Committee mark-up scheduled this
morning, the subcommittee will adjourn this morning at approxi-
mately 10:30 a.m. We will reconvene later this afternoon in room
2123 of this building, at 2 o'clock, or following completion of the
Full Committee agenda, so we will have to leave that on some kind
of tentative basis as to when we will reconvene again.

Our first witnesses this morning have been asked to help us un-
derstand whether the current voluntary system-. of distributing
human growth hormone is adequate to prevent diversion and illicit
use.

Tam Thompson is an athlete from the University of Texas. Prof.
Terry Todd is an expert in the study of mechanics and anatomy in
relation to human movement and athletic performance at the Uni-
versity of Texas. He is a former power lifter. Robert Voy is a physi-
cian who serves as a Director of Sports Medicine and Chief Medical
Officer of the U.S. Olympics Committee. William Taylor is a physi-
cian with the Student Health Service at Washington State Univer-sity. He has written widely on the subject of the use of drugs by
athletes, including a recent book, "Hormonal Manipulation: A New
Era of Monstrous Athletes." Robert Kerr is a physician from San
Gabriel, CA. Thomas Sodeman is a physician with the Department
of Pathology at Texas Tech University. Dr. Sodeman is appearing
on behalf of the College of American Pathulogists.
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I would like to ask each of these individuals to come forward and
take seats at our table.

We want to welcome you to our subcommittee hearing this morn-
ing We appreciate your being here. We have prepared statements
from you, and those prepared statements will be put in the record
in full and complete.

What we would like to ask each of you to do is to summarize for
us the highlights of your views in no more than 5 minutes. Please
keep pretty close to the 5-minute time, so that we can complete the
whole agenda and hear from the witnesses and have an opportuni-
ty for questions and answers.

We have a timer. When the bell rings, that will be an indication
that the 5 minutes is up, so that we can keep track of the schedule
for the hearing today.

I want to ask Tarn Thompson to start first, if you would. We ap-
preciate your being here. I think it took a lot of courage for you to
come today to talk about your personal drive and the temptation
all athletes face, and what you see as the potential problems that
we ought to deal with, drug.

STATEMENTS OF TAM THOMPSON, UNIVERSITY OF TEXAS;
THOMAS SODEMAN, ON BEHALF OF COLLEGE OF AMERICAN
PATHOLOGISTS; TERRY TODD, PROFESSOR OF KINESIOLOGY,
UNIVERSITY OF TEXAS; ROBERT VOY, UNITED STATES OLYM-
PIC COMMITTEE; WI:. LIAM N. TAYLOR. STUDENT HEALTH
CENTER, WASHINGTON STATE UNIVERSITY AND ALSO ON
BEHALF OF AMERICAN COLLEGE OF SPORTS MEDICINE; AND
ROBERT B. KERR, SAN GABRIEL, CA

Ms. THOMPSON. Well, I'm 28 years old. I'm a graduate student at
the University of Texas, and a teaching assistant, first year mas-
ter's in biomechanics. I have a Bachelor of Science Degree in Physi-
cal Education.

I have been lifting and running for about 9 years, and I started
out as a long distance runner for the University of Houston. There
was talk then, about 6 years ago, of steroids, and nobody really
knew what they were, and they didn't know anything about growth
hormone. I have been competing in power lifting 41/2 years. I went
to my first meet, not having taken any drugs, got sixth place out of
nine, and kind of succumbed to the notion that the other women
beat me because they were taking drugs. People I trained with re-
inforced that, so I figured I'd get on them, too. And after taking
steroids on and off for 11 /2 years, I figured that growth hormones
sounded like a good deal, because supposedly the muscle gains that
athletes make on growth hormone are permanent. They don't wear
off like they do with steroids. Any muscle tissue, supposedly, that
you gain and supposedly there are these tremendous gains of 30 or
40 pounds of muscle in 2 months or something like that, I vai.i
promised that this would be permanent. I was also told that there
would be increased tendon and ligament strength.

I was also told that if you are under the age of 23 or 25, you
would gain an inch of height on this stuff, and I was about 23, 24
at the time, and that was very attractive to me, being 5 feet 2
inches.

ti
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So I went on the growth hormone. It was very easy obtain.
The people I trained with at the gym made it known to me that it
was available if I wanted it. The only problems that I ever had in
obtaining it was that the man supplying it would run out of it, it
went that quickly. There was a guy in Pasadena, TX selling it, and
this was before the synthetic came out, this was the summer of
1984, when it was the authentic growth Lormone from cadavers.
Since then I understandI keep in touch with himthat he has
the Somatatrophin and he can get a much larger supply.

The only thing that held me back from taking a whole lot of it
was the price. It was approximately $80 a week cost for a 7-week
cycle of it, about $560. I have seen other athletes go into debt to
buy this stuff, because the people that sell it are very lenient about
giving credit, they will mail it to you. They have mailing lists that
they will send out to you through the mail and you can mail-order
it, and you can have it Federal ,expressed.

I had a young friend of mine who was 16 years old that played
basketball for Deer Park. She was already 6 feet tall, but she
wanted me to get her some, because she wanted to be a better bas-
ketball player, and I have had a friend of mine had a male friend
in Houston send her some steroids up to Dallas, unsolicited, and he
just sent her a box of them and said here, why don't you take
these. They'll make you a better power lifter. And she had enough
sense to send them back, but sometimes you have those cases
where even if the athlete isn't even soliciting drugs or isn't even
looking for growth hormone or steroids, people will offer it to you if
you're any good. You'll have these little sponsors that tend to
spring un and they want to help you out, or sometimes they work
like the narcotics pushers, I guess. They give you a little for free,
and they get you hooked on the gains you're making.

In the caste of steroids, it's not addicting. You don't get addicted
to it, but there is this ego thing that you see your ctrength rising,
and you get bigger, and people tend to like that a lot, so they keep
on using it.

I used one cycle of it myself for 7 weeks, and I was told to eat as
many calories as I could, because that would make a muscle gain. I
was also told that it would run the fat percent down, and to a lot of
women I have talked to, that's veri attractive, running fat percent
down.

The thing alsothere might have been a little twinge of con-
science holding back score of the athletes, because the growth hor-
mone that was the real thing from cadavers was in short supply,
and we realized that a lot of children needed that, and that kind of
tugged at me, but then after the synthetic came out, now there's
nothing to hold them back, and there's no drug test that I know of
for growth hormone, and athletes know this, that they can take it
right up to a national or world competition and it won't be detect-
ed, and they'll slide right through, unlike steroids. So there's really
nothing to hold them back, other than cost now, and there are
always those sponsors who are willing to buy you things.

-r have people who pay my airfare to national mees, and to go
from paying airfare and hotel to buying you drugs is not that big a
step.
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Ther have also beer_ some cases I know of, of bad stuff being
sold lit one of my friends sold $1,500 worth of distilled water to
another one, and told him it was growth hormone. The guy found
out because he had it tested by the lab at Texas A&M. There's
been those two instances of people dying from a bad lot.

So the main problem I had with it was mainly the problem of
comparison shopping, to find out where I could get the beet price. I
had a guy that would sell it to me for $80 a package in Pasadena,
and then this one that offered to mail it to me from Bryan College
Station for $70. So I bought it from him. It was mainly a matter of
shopping around to find the right price.

That's about all I have to say.
Mr. WAXMAN. Thank you very much.
Dr. Sodeman, we will hear from you next. Would you pull the

microphone over.

STATEMENT OF THOMAS SODEMAN

Mr. SODEMAN. Mr. Chairman and Mr. Coats, my rnme is Thomas
Sodeman. I am a board-certified pathologist and professor and
chairman of the Department of Pathology and associate dean for
clinical affairs at Texas Tech Univei-sity Medical School.

I am appearing here today on behalf of the College of American
Pathologists, a national medical specialty society, representing
more than 10,000 pathologists who practice ir rxlicine in community
hospitals, teaching hospitals, and reference laboratories.

The College of American Pathologists is pleased to present to the
Health and Environmental Subcommittee its concerns for reasona-
ble control of the new synthetically produced growth hormone. We
support the proposed legislation to place growth hormone under
Schedule 2 of the Controlled Substance Act.

The College of American Pathologists has a long history of in-
volvement with issues of pituitary growth hormone and the needs
of children deficient in this important substance.

Having first become involved in the collection of pituitaries at
autopsies in the 1960s, the College in 1963 was instrumental in es-
tablishing the national pituitary agency aided by a grant from the
National Institutes of Health. The College has continued that early
interest in growth hormone, encouraging pathologists to harvest pi-
tuitaries at autopsies by setting on the board of the National Pitui-
tary Program, and prior to the halt of the distribution of hormones,
organizing a grass roots effort within the State legislatures that
would facilitate the removai of pituitaries at autopsy.

The need to continue to collect pituitaries at autopsies for fur-
ther study in hormones still remains present.

On the issue at hand today, the College's foremost concern is
that growth hormone continues to be available for the approxi-
mately 10,000 patients for whom it is medically necessary.

The newly produced synthetic growth hormone will afford a
greater opportunity to treat hormone deficiencies with less risk to
the patient. Potential usefulness in treatment and other applica-
tions such as burn patients, for wound healing, osteoporosis, de-
layed puberty, aging, are now under study, and only continued con-
trolled use will provide the necessary scientific information to
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assure appropriate medical application, and to assure short and
long term adverse effects.

Unlimited and controlled distribution could lead to abuse of this
very power:u1 substance. The potential pressures that will be
brought on practitioners with the release of this hormone by par-
ents who have short children will be tremendous.

These parents may see a potential to adjust the normal, natural
process of individual difference to fit their desire for a tall child.

We cannot allow the social pressures to prematurely release in
an uncontrolled manner this drag when there is insufficient scien-
tific data to know what the long term consequences of use will be.
Questions are not answered as to how this product will act on the
normal population. A widely publicized statement that this is risk-
free is misleading. The risk of transmission of infection is eliminat-
ed, but the risk to patients' natural well being is yet to be assessed.

The College is concerned about the development of a black
market availability of these drugs. While the social pressures of
some parents may be strong, there is even a greater pressure
among the junior and senior high school children.

We already see among this group the abuse of the anabolic ster-
oids in an effort to develop muscle mass and size. The ability to
substantially change one's physical appearance in what is per-
ceived as a positive manner in as little as 8 to 16 weeks has
brought anabolic steroids into the black market and into the hands
of children.

Efforts to explain the long-term effects of increased cardiac dis-
ease and sterility have gone unheeded. The availability of growth
hormone, which would have a more lasting effect and potentially a
more dramatic effect, will certainly lead to abuse.

The drug program that I run at Lubbock, TX on both junior high
and high school students an on athletes at Teas Tech University
greatly concern me, because of our inability to test for this particu-
lar agent.

Of equal concern for abuse is the use of growth hormones by ath-
letes. A massive national program is developing to control steroid
abuse and similar drugs by competitive athletes because of the
unfair advantage that these drugs provide. The tremendous pc.r
pressure to win, and the potential economic pressures to win have
resulted in a national problem.

Growth hormone is among those drugs that are banned, and the
potential damage to the young athlete by abuse of growth hormone
is unknown.

Inclusion in Schedule 2 is essential to control the access of
growth hormone into the athletic drug black market.

While the college members have addressed methods to monitor
the presence of drugs of abuse, steroids and growth hormones
present difficult testing problems. Testing of anabolic steroids is
limited to less than a half dozen laboratories in this country. Insuf-
ficient research is available for some of these steroids and anabolic
hormones to distinguish between natural levels and levels obtained
in abuse cases. The cost of developing more and better testing pro-
cedures and to equip laboratories for such testing is astronomical.

While testing is readily available for growth hormone, there is
insufficient data for normal variation of growth hormone to assure

12,



detection of abuse, and the half-life is too short for adequate moni-
toring.

In summary, the College of American Pathologists supports the
development of controls on growth hormone to prevent inappropri-
ate, insufficiently tested applications. We agree that such a move
reflects a responsible attitude, while medical scientists continue to
unravel the key to its potential use.

Abuse of this hormone is potentially great, and every attempt
should be made to avoid a similar inappropriate and dangerous use
of this hormone as has led with anabolic steroids.

Thank you, Mr. Chain:. .

[Mr. Sodeman's prepared statement follows:]

STATEY INT OF THE COLLEGE OF AMERICAN PATHOLOGISTS

Mr. Chairman members of the subcommittee, my name is Thomas Sodeman,
MD. I am a board- certified pathologist and professor and chairman of the Depart-
ment of Pathology and Assistant Dean for Clinical Affairs at the Texas Tech Uni-
versity Medical School Health Scier'es Center. I am appearing today on behalf of
the College of American Pathologists, a national medical specialty society represent-
ing more than 10,000 pathologists who practice medicine in community and teach-
ing hospitals and in independent laboratories.

The College of American Pathologists, is pleased to present to the Health and En-
vironment Subcommittee its concerns for reasonable control of the new synthetical-
ly produced growth hormone. We support the proposed legislation to place growth
hormone under Schedule II of the Controlled Substance Act.

The College of American Pathologists has a long history of involvement with the
issue of pituitary growth hormone and the needs of children deficient in this impor-
tant substance. The College first became involved in collecting pituitaries at autopsy
for growth hormone in the early sixties when the parent of a growth-deficient child
asked the College for help in collecting glands. At the time, there were pathologists
collecting pituitaries for groups of other physicians, and it became obvious that
these scattered collection programs needed to be focused and organized nationally.
The College, in 1963, was instrumental in establishing the National Pituitary
Agencynow the National Hormone and Pituitary Programaided by a grant from
the National Institutes of Health.

The College has continued that early interest in growth hormone collection; en-
couraging pathologists to collect pituitaries; sitting on the Board of the National
Hormone and Pituitary Program; and, prior to the halt of distribution of the natu-
ral hormone, organizing a grassroots effort on the State level to enact legislation
that would facilitate the removal of pituitaries at autopsy.

In March of 1985, the Federal Government took the precaution of halting the dis-
tribution of pituitary growth hormone after a rare disease, Creutzfeld-Jacob Disease,
was associated with three deaths in recipients cf the hormone. In the fall of 1985,
the FDA approved the genetically engineered growth hormone and, in doing so, as-
sured that growth-deficient children would finallj have an adequate supply and a
chance to develop normal grorth.

While the synthetic growth hormone is indeed a blessing for those children, we at
the College believe that the care that has been given to this issue must continue
because of the potential for abuse and insufficiently tested applications of growth
hormone. In addition, there still remains a need to collect pituitaries at autopsy
since the research needs are not limited to growth hormone. Considerable endocrin-
ologic research is underway: only 20 percent of the glycoproteins in the pituitary
have been identified, leaving another 80 percent of unexplored territory.

On the issue at hand today, the control of untested and potentially dangerous ap-
plications of synthetic growth hormone for such various uses as dieting, athletic
training, and a myriad of other applications, we believe that the scientific evidence
is not yet available to safely suggest such experimentation prior to controlled stud-
ies.

The College's foremost concern is that growth hormone continues to be available
to those approximately 10,000 patients for whom it is medically necessary. The
newly produced synthetic growth hormone will afford a greater opportt nity to treat
hormone deficiencies with less risk to patients.
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The potential usefulness in treatment of other applications such as burn patients
to help wound healing, osteoporosis, delayed puberty, and aging are under study.
Only continued controlled use will provide the necessary scientific information to
assure appropriate medical applications and to assess short or long term adverse ef-
fects.

PARENTAL PRESSURES ON MEDICAL PRACTITIONERS

Unlimited and uncontrolled distribution could lead to abuse of this Powerful sub-
stance. The potential pressures that will be brought to bear on the medical practi-
tioner with release of a readily available supply of growth hormone will be tremen-
dous. Parents who have short children may see a potential to adjust the normal nat-
ural process of individual difference to fit their specific desire for a tall child. In
addition, the medical profession dearly recognizes a group of children who produce
insufficient quantified of growth hormone but are not growth hormone deficient.
This area is a medical "gray zone" that still requires medical judgment. There is no
set rule t,-,tit easily distinguishes these borderline children from those who naturally
produce lower amounts of hormone and are shorter. In the past, there was insuffi-
cient naturally produced growth hormone to provide to these children. Social pres-
sure-, are likely to bring some of these parents to potential sources of the hormone.

W can not allow social pressures to prematurely release in an uncontrolled
ma..ner this drug when there is insufficient scientific data to know the long term
consequences of use in a borderline population. Questions are not answered as to
how the products will act in a normal population. The widely publicized statement
that these are "free of risk" is misleading. The risk of transmission of infection is
eliminated; the risk to patients natural well being is yet to be determined.

The College is concerned about the development of a black market availability of
these drugs. While the social pressures on some parents may be strong, there is
even greater peer pressure among junior and senior high school children. We al-
ready see among this group the abuse of anabolic steroids in a effort to develop
muscle mass and size. The ability to substantially change one'u physical appearance,
in what is perceived as a positive manner, in as little as 8 to 16 weeks has brought
anabolic steroids to the black market and into the hands of children. Efforts to ex-
plain the lung term effects of increased cardiac disease and sterility have gone un-
heeded. The availability of growth hormone which would have a more lasting effect
and potentially a more dramatic effect will make the potential for abuse even great-
er.

ABUSE BY ATHLETES

Of equal concern for abuse is the use of growth hormone by athletes. A massive
national program is developing to control abuse of steroids and similar rinigs by
competitive athletes. The unfair advantage provided by those drugs is stimulated by
the tremendous peer group pressure to win and the potential economic gains of win-
ning. This is a national problem. Growth hormone is among the drugs that are
banned. The potential damage to young athletes by abuse of growth hormone is un-
known. The advantage to the athlete in terms of increased muscle mass and muscle
fiber size, the anabolic effect on protein and stimulation of fat tilization in prefer-
ence to protein, all are productive to athletic performance. Inclusion in Schedule II
is essential to controlling access of growth hormone into the athletic drug black
market.

OTHER APPLICATIONS

Another potential use of growth hormone is for weight control. Growth hormone
may provide a basis to preserve protein (muscle mass) during weight loss. It is
known in this area, and abuse of growth hormone as part of a diet program could be
significant.

LACK OF MONITORING

The use of this hormone by physicians in patients with medical indications is
closely monitored: patients are checked for bone growth on a regular basis. Because
of the diabetogenic actions, patients are followed for hyperglycemia and ketosis: As
a replacement for those patients who do not have growth hormone, complications
are uncommon.

The potential for serious harm in an uncontrolled abuse situation is great. For
those who wish to supplement normal levels, we are less certain as to the side ef-
fects or the length of time before complications may be manifest. Our knowledge is

1,4
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limited mostly to patients who have growth hormone secreting tumors. Excessive
bone growth and bone distortion, sweating, joint problems, muscle pains, cardiovas-
cular and diabetic problems have all been reported.

TESTING PROBLEMS

While the College members have addressed methods to monitor the presence of
drugs of abuse, steroids and growth hormone present difficult testing problems.
Testing of anabolic steroids is limited to a half dozen laboratories in this country.
Insufficient research is available for some of these steroids to distinguish between
natural levels and levels obtained in abuse cases. The cost of developing more and
better testing procedures and to equip laboratories for such testing is as ronomical.
While testing is readily available for growth hormone, there is insufficient data of
the normal variation of growth hormone to assure detection of abuse. The produc-
tion of growth hormone identical to natural hormone will not permit separation in
the testing process. Ideally, an inert marker on the synthetic product could permit
testing t}:at would distinguish abuse from natural production. In the absence of
such a market, laboratories will be severely limited in their abilities to detect abus-
ers.

SUMMARY

The College of American Pathologists supports the development of controls on
growth hormone to prevent inappropriate and insufficiently tested applications. We
agree that such a move reflects a responsible attitude while medical scientists con-
tinue to unravel the keys to its potential use. Abuse of this hormone is potentially
great, and every attempt should be made to avoid a similar inappropriate and dan-
gerous use of this hormone as has developed with anabolic steroids.

Mr. WAXMAN. Thank you very much, Dr. Sodeman.
Dr. Todd, we will hear from you next.

STATEMENT OF TERRY TODD

Mr. TODD. Mr. Chairman and Mr. Coats, I am here to speak in
support of the control of this substance. I began to take anabolic
steroids myself 25 years ago. At that time, they were new, and they
were used only by elite athletes, just a handful of elite athletes.
Now they are used by hundreds of thousands of people, millions
probably, most of whom are neither elite athletes or athletes at all,
unless you consider recreational weight training athletics.

A recent report, for instance, revealed that in one high school in
Florida, 65 percent of the male students were using anabolic ster-
oids in hopes of turning themselves into some facsimile of Rambo
or Schwartzenegger or some such superhero.

Steroids are, to be sure, still used by athletes, and their use is so
widespread in certain sports; especially at the top levels, that it
poses a major threat to health, as well as to fair play.

It has been over 20 years since. I used steroids, but during that 20
years I have watched their use very closely, and this use has in-
creased so dramatically that I have begun to speak out against
them, and I do believe that had these drugs been 'lassified as con-
trolled substances 25 years ago, just after they were developed, it is
a virtual certainty that some of the physiological a.:14 psychological
that these drugs have caused would never ha': happened.

The story of steroids is a very sad story, but perhaps it can serve
us as a cautionary tale where growth hormone is concerned. In the
1960's, hearings very much like this 1 were held about steroids, but
nothing was done. Nothing was done.

I think that in the case of HGH, it is critical that we move as
quickly as possible to impose some sort of control, because it seems
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clear that there are many more potential problems with HGH than
we have seen already develop with steroids, and J don't say thatlikely.

And in case if anyone wonders if athletes will take HGH once
the market economics brings the price of synthetic HGH down and
once they are much more available, I think all you have to do is
realize that two studies have been done, one on a group of runners,
one on a group of lifters, and in both cases these people were asked
if they would take a certain substance, unnamed, that would make
them a national or world or olympic champion but would also kill
them within 1 year, over 50 percent of the athletes in each group
in each group, and these were not absolute world class people
over 50 percent said they would be willing to die in order to
achieve that athletic prominence.

No growth hormone itself is much, much more recent in origin
as far as 'ts use by athletes is concerned. The early to the mid-
1970's is really when it began, and it's real use only began to ex-plode in the early 1980's. The most dramatic example, I suppose,
that I came across in the many, many interviews nre done about
this is that one man told me that in his area of the country, which
is a relatively isolated area, not very much population, there were
60 people in that area that were taking the growth horniene, and
they were just football players, 60 football players, either college,
NFL, or USFL-60 people were using the human growth hot :none.

There is no question in my mind that if HGH does prove, as we
know more and more about it, to be strongly anabolic, to be a
strong muscle-building drug or substance, then their use will in-
crease in the future, and it will increase enormously. It's a very
short hop from H.G. Wells to HGH.

But what about the potential impact on HGH on fields other
than sports, which perhaps is even more important? What about
all the people in the world who would just like their children to be
a few inches taller? What about this sort of cosmetic endocrinolo-
gy?

Study after study has shown that height is an advantage both so-cially and economically. One study said each inch was worth $400.
Another study found that when people chose between equally
qualified candidates for a job, one tall, one short, the taller candi-
date was preferred by 72 percent of the people, the shot ter candi-
date by only 1 percent. The other 27 percent had no preference.

Even our language reflects this sort of preference. We speak of,
"It's mighty big of you." People are "small minded." We "look up"
to people and so on.

The hard question is this: Should we make this drug only avail-
able to those like growth hormone deficient children, who need it
really to overcome a disability, or should we also make it available
to those who want it, so they can overcome their perceived relative
disadvantage?

We need to decide, for instance, is giving GH to a child to make
him 6 feet 2 inches instead of 5 feet 9 inches any different than
fitting him with braces? A researcher in England says that he
thinks very soon it will be as common as orthodontia.

But are we really prepared for a society in which the height dif-
ference between rich and poor will be dramatically evidentrich
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and poor people, rich and poor classes in any country, and the dif-
ference between rich and poor countries altogether.

But leaving aside the height question for just a moment, what
about the use of HGH as a reducing aid? Studies suggest that it is
only a matter of time before procedures are worked out that will
enable a person to become and remain relatively lean and fat-free
by taking growth hormone. Can anyone even imagine the implica-
tions of this? The question has to be asked: Would people with
access to such a wonder drug even bother to exercise? And if the
answer is no, what effect would this have on our Nation's cardio-
vascular health and on health care costs.

These questions are so complex and important that we should be
very careful as we decided whether this powerful substance should
continue to be available to any doctor who is now willing to pre-
scribe it, as is now the case.

This is the first synthetic hormone to tempt us to improve on
human nature. We have moved past life in the fast lane, and now
we're in the Faust lane, and we need to be aware of the Mephisto-
phelian consequences of our decision or our indecision. We need to
be aware that if the story of steroids and HGH in athletics tells us
anything, it tells that people are not only willing, they are anxious
to swallow or inject substances that will change their appearance.
We need to be aware that we may soon, to our sorrow, learn the
answer to that question posed years ago by William Butler Yeats:
"ALI what rough beast, it's hour come round at last, slouches
toward Bethlel- An to be born?"

Mr. WAXMAN. Thank you very much, Mr. Todd.
Dr. Voy?

STAilEMENT OF ROBERT VOY

Mr. Voy. Mr. Chairm an, my name is Robert Voy. I am chief
medical officer and direc nr of sports medicine and science at the
U.S. Olympic Committee, af offices are located at the U.S.
Olympic Training Center in Colorado Springs.

I am here to present the current United States Olympic Commit-
tee policies regarding the abuse of growth hormone, whether it is
human, animal, or synthetic.

For the past year, the U.S. Olympic Committee has been aware
of the increasing abuse of this substance, particularly by athletes
in power sports such as weightlifting, heavyweight wrestling, judo,
and the field and track events.

These policies were expressed to the Scientific Affairs Committee
of the AMA at its 1986 annual meeting, with the recommendation
to place growth hormone under the Federal Controlled Substance
Act as a Class 2 controlled substance. Thus far, the AMA has not
ruled on this request.

In the last few months, the USOC Substance Abuse Research
and Education Committee, through its athlete contacts and reports
from its National Drug Control Hotline, has become increasingly
concerned about the improper use of this substance by athletes. In
fact, the committee wil: meet this weekend in Houston, TX to fur-
ther discuss and consid r solutions to this very complex problem.
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Unlike other drugs considered to enhance athletic performance,
the use of which is controlled by drug testing, which we've had a
great deal of experience in, no urinalysis test at present exists for
the detection of human or synthetic growth hormone. Nonetheless
and notwithstanding the lack thereof, the U.S. Olympic Committee
is convinced that this substance will become increasingly abused in
sport. The U.S. Olympic Committee therefore established policy
which states:

"That the use of growth hormone is prohibited, and any evidence
confirming use will be cause for punitive action, comparable to
that for using a banned substane.that is, immediate loss of eligi-
bility by the national governing body for the sport and suspension
from the U.S. Olympic Committee-sponsored activities for a mini-
mum of 6 months from the date of specimen collection. Further, if
found positive a second time, the athlete will be disqualified by the
national governing body action for not less than 4 years."

It is important to note that the United States Olympic Commit-
tee policy states in addition that any person, whether that be phy-
sicia.i, coach, trainer or whomever, shown to have aided or abetted
the offense causing an athlete's qualification shall be suspended
from all national governing body and U.S. Olympic Committee pro-
grams for not less than the period of the athlete's disqualification.

Now the adverse effects, health effects of growth hormone use
are many and have been well documented. Not only does growth
hormone cause muscle growth, but it also causes other body tissues
to grow likewise. For example. there is an increase in skin thick-
ness, increase in internal organ size, bones and facial features. It
also increases laxity of muscles and decreases the protective fat
surrounding the abdominal organs, making this a difficult situation
and a risk in athletes in contact sports.

When present in excess of normal levels, it causes the disease,
acromegaly, which consists of changes in the. head and skull, en-
largement of the fingers, ears, nose and toes, diabetes, heart dis-
ease, thyroid disease, menstrual disorders, decrease in sexual
desire, impotence, and shortened lifespanall well documented.

To my knowledge, no statistical evidence exists as to the inci-
dence of growth hormone use amongst athletes. The United States
Olympic Committee does, however, log firsthand information from
athletes throw.% its National Drug Control Hotline. I can therefore
safely state, based on documented phone conversations, that since
the marketing of synthetic growth hormone, an alarming increase
in the number of inquiries have been recorded. From the majority
of these discussions, it is apparent that athletes aro be' rig led to be-
lir ye that the use of growth hormone is infinitely safer healthwise
than taking anabolic steroids.

Now there is no scientific basis for this claim. Yet this myth has
clearly created a tremendous interest and experimentation in the
improper use of this drug. Thus far, most information indicates
that the black market provides the major source of synthetic
growth hormone. We have not determined, however, whether this
emanates from offshore or domestic manufacturers. Accordingly,
recent athlete information indicates that domestic products are
indeed available.

18
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The concern is, therefore, that synthetic growth hormone, be-
cause of its availability and perceived safety, will be used as an al-
ternative to anabolic steroids.

Recently, Mr. Chairman, I spoke to over 2,500 high school stu-
dents in an unmentioned State of your liking.

Mr. WAXMAN. It must be Indiana.
Mr. VOY. Particularly on this subject of anabolic steroid and sub-

stance abuse in general amongst athletes and high school students.
I was surprised and dismayed at the many questions I received re-
garding growth hormone use. Heretofore, I had not experienced
such interest, and particularly at this level of youth, in any other
substance.

Growth hormone abuse in sport is certainly a health risk and
constitutes, in our opinion, cheating in sport. The United States
Olympic Committee is committed to guaranteeing fair competition
in sport and protection of the health and welfare of our youth.

As chief medical officer of the U.S. Olympic Committee, I submit
this statement before your committee and request that at least a
convening of a blue ribbon committee of experts be done to investi-
gate this situation and consider strongly placing this substance
under the Federal Controlled Substance Act as a Class 2 Schedule
controlled substance.

Thank you.
Mr. WAXMAN. Thank you very much, Mr. Voy. Next is Dr.

Taylor.

STATEMENT OF WILLIAM N. TAYLOR
Mr. TAYLOR. Mr. Chairman, I am William Taylor, M.D., student

health physician at Washingto:: State University. I am also media
spokesperson for the American College of Sports Medicine on their
recent position paper for human growth hormone use and abuse inathletics.

Recently, the AMA did need to consider reclassifying human
growth hormone as a Class 2 substance. Although the:, have not to-
tally acted, some statements from a recent document that is enti-
tled "Drug Abuse in Athletes: Anabolic Steroids and Human
Growth Hormone." Report of the Council on Scientific Affairs, Res-
olution 57 and A-86, 1986.

Human growth hormone has a clear-cut application in growth
hormone deficiency and other legitimate investigational uses, and
also has great potential for misuse.

Another statement from this paper goes to the following: In-
creased availability; i.e., unlimited quantities of human growth hor-
mone for other legitimate uses presumably would increase accessi-
bility for illicit use.

My work with human growth hormone was really a serendipi-
tous start. In 1981, I was studying the effects of anabolic steroids
on self-using athletes, the black market, and other parameters
dealing, with this subject. ,n 1981 I discovered human growth hor-
mone, the extracted version, being used and abused by athletes in a
Florida health club. Vials with accompanying package literature
were witnessed by me. The athletes wanted to know exactly what
the package literature meant.
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Athletes claimed a non-medical source for the drug. By the
spring of 1982, I attempted to define the diversion of this particular
product. At that time I was taught that the only way that you
could get human growth hormone was through hospitalization, pro-
vocative studies for a slow growing child to see whether there was
a growth hormone deficiency or not; X-ray studies, and entire hos-
pital course and records sent with a prescription, written prescrip-
tion to either the National Pituitary Program or two private com-
panies.

From that point, the boards of those companies would decide
whether or not there was an actual need; then the hormone would
be shipped to either the pharmacy or to a physician that was ad-
ministering the growth hormone for a child.

Ss that is a very, very strict measure, and I wondered why
growth hormone was being black marketed. There seemed to be no
way. That was a very strict control measure.

I attempted to find out what the diversion was like. I sent bogus
prescriptions as a medical intern for human growth hormone to
the National Hormone and Pituitary Association and two private
companies which supplied the growth hormone. Boxes of the
growth hormone came on a monthly basis from the private compa-
nies. I destroyed the growth hormone and refused further ship-
ments. These shipments came directly to my home, and I was only
a first year medical resident, not even a licensed physician.

Spring of 1982, I witnessed selling of human growth hormone,
transactions among athletes and black market suppliers including
mail order forms. I witnessed athletes self-using human growth
hormone along with anabolic steroids by illegal diversion.

In May of 1982, I reported the use of human growth hormone to
the American College of Sports Medicine at its national convention
in Minneapolis.

In June of 1982, I wrote about human growth hormone abuse in
athletics in my book, "Anabolic Steroids and the Athlete," and a
complete chapter was on this subject.

In 1983, I began to receive letters, phone calls, visits from ath-
letes including olympic and professional athletes who were self-
using human growth hormone obtained from the black market.
They sought advice on how to use it. They also requested prescrip-
tions for human growth hormone.

Also in 1983 I began receiving letters and phone calls and visits
from parents requesting the following: (A) For me to prescribe
growth hormone to their adolescents for the purpose of increased
heighth and athletic potential. (B) For advice on how much black
market growth hormone to give their children. They had already
obtained a supply of growth hormone, and they wanted to make
their son or daughter a blue chipper in athletics.

I received and witnessed human growth hormone listed on black
market mail order forms, directed at young athletes. I have written
about human growth hormone and its abuse, and methods for con-
trol of the hormone in over a hundred medical, non-medical, and
lay publications.

Spring of 1984, I attended private meetings and heard testimony
from an olympic coach who claimed: "From 30 to 50 percent of my
U.S. olympic athletes, both men and women, are using growth hor-
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mone because they think it works and because it is not detectable.
I am also concerned about their health."

In May of 1984, I presented a paper at the American College of
Sports Medicine on the abuse of growth hormone by athletes, the
black market sources, and recommendation to reclassify it as a con-trolled substance.

In May of 1985, again more media: The NBC nightly news; Ster-
oid Abuse and Growth Hormone Abuse.

In June of 1985, I wrote my second book, "Hormonal Manipula-
tion," which clearly outlined the abuse potential and the use ofhuman growth hormone by athletes. This book discussed the black
market network, suggests for reclassification of human growth hor-
mone as a Schedule II drug under the Federal Controlled Sub-stance Act.

April 1986 I presented a paper at the University of Texas enti-
tled, "The Case Against Human Growth Hormone Administration
in Normal Children" in a day-long meeting sponsored by the Uni-
versity of Texas discussing abuse potential of growth hormones by
athletes and adolescent athletes.

Leading pediatric endocrinologists and sports medicine physi-cians presented papers, and in the debate about how to control,
this particular subject arose.

June 1986, I presented testimony to the AMA House of Delegates
Reference Committee E to support the proposal to reclassify
human growth hormone in a Class II of the Federal Substance Con-
trol Act.

October 1986, 2 years after the growth hormone is removed from
the market because of slow virus disease, I presented testimony asan expert witness for the FDA against a black market steroiddealer in Florida. A significant supply, over 100 vials of Cres
Cormon, the extracted version of growth hormone, was seized bypolice and was part of the court record.

This black market for steroids and growth hormone is part of a$100 million annual black market that is estimated by Federalagents.
In March of 1987, I witnessed black market source for synthetic

Protropin, and use of such by an athlete. This particular vial
looked to be the true Protropin, with the lot number etched off ofthe vial. The athlete claimed that the lot number would be traced
back and that he would be in major trouble if the lot number onthis particular vial was recorded.

Anecdotal claims by athletes today are prevalent about the syn-
thetic Protropin on the black market.

I think, in summary, it is better to study all of the ramifications
of growth hormone in a controlled setting versus self-use and social
experimentation, which is what is the case with steroids.

It is difficult for anyone to fully access the steroid charisma that
is afflicting our youth, and the emphasis on body image that is af-
flicting our youth. I support with all my efforts, courage and heart
the proposal to place human growth hormone into the Class II sub-
stance. I do not see any other mechanism that I feel that will workat this time. Thank you.

[The prepared statement of Dr. Taylor follows:]
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STATEMENT OF WILLIAM N. TAYLOR

INTRODUCTION

Human growth hormone has a clear therapeutic application in growth hormone
deficiency and other legitimate investigational uses, and also has great potential for
misuse. (1) The agent has wide abuse potential, particularly if pharmacologi 2 bene-
fits are shown to result from use in normal athletes (1-10) and in adolescents wish-
ing for additional height gains for athletic or other purposes. (2-10)

Diversion of human growth hormone to the well-developed athletic black market
is significant, (2-11), even though relatively strict format existed for its distribution.
This format included the following:

(a) proof of need by clinical documentation to include provocative diagnostic stud-
ies during hospitalization, radiographic studies and clinical evaluation for children
with growth hormone deficiency;

(b) a written prescription accompanying the clinical proof of need provided in (a)
above.

Methods to control general prescription drugs with "wide abuse potential" by al-
lowing for pharmaceutical companies to restrict their distribution in some manner
have failed to date. When widespread abuse or abuse potential for a general pre-
scription drug has been identified, appropriate control mechanisms have usually in-
cluded reclassifying the drug within the Federal Control Substance Act. Amphet-
amines and tranquilizers, once general prescription drugs, are now controlled sub-
stances due to wide spread abuse and abuse potentials. (11)

Currently, the particulars of the diagnosis and treatment of growth hormone defi-
ciency and relative growth hormone deficiency are points of debate among pediatric
endocrinologists. And, years of investigational research are required to fully define
the effectiveness and safety of human growth hormone in other illnesses. Specifical-
ly controlling the distribution of human growth hormone for legitimate uses and
further investigational work would not be hampered by reclassifying it as controlled
substance. It is the best method for preventing abuse by medical and nonmedical
individuals.

It is my recommendation, supported by my testimony (summary to follow), that
human growth hormone (all types) be reclassified in Class II of the Federal Control
Substance Act.

Current AMA recommendations are being developed from the following recom-
mendations for regulatory actions for synthetic anabolic-androgenic steroids and
human growth hormone. (1) The AMA should continue to endorse current activities
of the FDA, FBI, and DOJ directed toward curbing Mega! distribution of these
drugs. If these efforts are ineffective, the AMA should underu.ke a study of alter-
nate methods of monitoring and limiting distribution. (1)

The use of HGH in normal children is an ethical problem of far-reaching propor-
tions. (1) Increased availability (unlimited quantities) of HGH for other legitimate
uses presumably would increase accessibility for illicit use. (1)

TESTIMONY OVERVIEW

1981I discovered growth hormone (extracted) use/abuse by athletes in a Florida
health club; vials with accompanying package literature were witnessed. Athletes
claimed a nonmedical source for the drug.

Spring 1982I attempted to define the diversion of HGH. I sent bogus prescrip-
tions for HGH to the National Hormone and Pituitary program (NHPP) and two
private companies (Serono and Pharmacia) supplying the hormone. Boxes of HGH
came on monthly schedules from both private companies. I destroyed the growth
hormone and refused further shipments. These shipments came directly to my
home. I was a first-year medical resident.

Spring 1982I witnessed HGH selling transactions among athletes and black
market suppliers, including mail orders. I witnessed athletes self-using HGH along
with anabolic steroids obtained by illegal diversion.

May 1982I reported HGH use by athletes from black market sources at the
American College of Sports Medicine annual meeting in Minneapolis, MN.

June 1982I wrote about abuse of HGH by athletes and adolescents striving for
athletic success in a chapter in my first book Anabolic Steroids and the Athlete.

1983I received letters, phone calls and visits Loin athletes, includmg olympic
and professional athletes, who were self-using HGH obtained from the black
market. They usually sought advice on how to use it. Some requested prescriptions
for HGH.

I received letters, phone calls and visits fromparents requesting:
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(a) for me to prescribe HGH to their adolescents for the purpose of increased
height and athletic potential;

(b) advice on how much black market HGH (they had obtained a supply) to give
their adolescent athletic children.

I received and witnessed HGH listed on black market mail -order materials direct-
ed at young atLletes.

I have written about HGH abuse and methods for control of the hormone in over
100 medical, nonmedical and lay publications and newspapers.

Spring 1984I attended private meetings and heard testimony from an olympic
coach who claimed, "from 30-50 percent of my 1984 olympic athletes (men and
women) are using HGH because they think it works and it is not detectableI am
concerned about their health."

May 1984I presented a paper to the American College of Sports Medicine on
growth hormone use and abuse by athletes, black market sources and recommenda-
tions to reclassify it as a controlled substance.

May 1985I appeared on NBC Nightly News and reported abuse of HGH among
athletes using anabolic steroids.

June 1985I wrote my second book on anabolic and growth hormone abuse enti-
tled Hormonal Manipulation: A New Era of Monstrous Athletes. The book discussed
HGH abuse, the black market network for the hormone and suggests reclassifying
HGH as a Class II drug in the Federal Controlled Substance Act.

April 1986I presented a paper entitled: "The case against HGH administration
to normal children" at a day-long meeting sponsored by the University of Texas dis-
cussing the abuse potential of HGH by athletes and adolescent athletes. Leading pe-
diatric endocrinologists and sports medicine physicians presented papers. The
McNeil-Lehrer Report televised portions of the meeting. A debate about reclassifying
HGH as a controlled substance arose.

June 1986I presented testimony to the AMA House of Delegates Reference Com-
mittee E to support the proposal to reclassify HGH into Class II of the Federal Con-
trolled Substance Act.

October 1986I presented testimony as an expert witness fcr the FDA against a
black market anabolic hormone dealer in Florida. A significant supply of HGH was
seized by police. (11)

March 1987-1 have witnessed a black market source for synthetic HGH (Protro-
pie) and use by an athlete. Anecdotal claims by athletes are prevalent.
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Mr. WAXMAN. Thank you very much, Dr. Taylor.
Dr. Kerr.
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STATEMENT OF ROBERT B. KERR

Mr. KERR. Thank you, Mr. Chairman.
Today I would like to give you some background data on growth

hormone today, particularly its illegal distribution and use. Human
growth hormone was found to have anabolic, or strength-enhancing
qualities a few years prior to the 1984 Olympic games. Eastern Eu-
ropean block countries probably were the first to use this drug to
enhance athletic qualities.

In 1982, an executive of the Kabi Corporation, the manufacturers
of the human growth hormone Cres Corman, told me that to his
knowledge, 100 percent of the human growth hormone being im-
ported into East Germany was being used by athletes. To his
knowledge, he said: "Not a drop was being used in needy children."

Bodybuilders in the United States and Canada were probably the
first of our athletes to use growth hormone, as it was being sold
rather extensively at that time on the black market; but human
growth hormone at that time had a competitor that was being sold
just as extensively, and that was a monkey growth hormone. The
product was being processed in this country by marginal laborato-
ries, and was promoted to bodybuilders and weight lifters as gorilla
hormone.

It appears at this time there is no effective way to halt black
market activities in these anabolic drugs. Recent FDA and FBI
prosecutions of drug dealers is a start, but it is not more than just
a drop in the bucket. I reported a number of dealers to FDA and
other law enforcement agencies, ftnd most of these people I found
are back on the street, plying their trade, and that the laws obvi-
ously are just not strict enough.

I have been asked before if there is a connection between the
black market dealers and organized crime, but it appears to me
that the illicit dealers are not organized, and are individuals who
are practically alone, and therefore might be more easily dissuaded
from their activities if the laws become more rigid and the penal-
ties more severe.

When you consider that practically every weight training facility
in this country has an employee or a client who trains there, or
someone who simply stops by now and then to sell illicit anabolic
hormones, and when you consider how many millions of men and
women are now buying these products in the United States, it is a
wonder that organized crime is not interested in their business.

By the 1984 olympic games in Los Angeles, human growth hor-
mone was always the topic of conversation between athletes and
coaches, no matter what country. It apparently was used by a
rather unexpectedly high percentage of athletes, and as far as the
types of athletes, I must say that in weight athletes, it is not as
common these days as in the sprinting athletes, the field-eventers.

The brand name of the human growth hormones at that time
were Asellcarin and Cres Corman. By that time, only an unenlight-
ent.1 few body builders were still turning to the simeon growth hor-
mone, but it is still available today for those who desire it.

The size of the drug sales by independent dealers, anabolic hor-
mones, growth hormones and other prescription drugs were and
still are sold by mail order dealers, flyers, catalogs and other sheets

24
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that are sent to athletes throughout the country, and I have some
examples of these that I '-'11 be T. will be happy to leave. There are
also some underground newsletters to athletes, describing how to
use their black market drugs.

But you will find human growth hormone, you will find monkey
hormone as well. I have sent copies of these in the past to the
DEA, the FDA, and others; and hopefully these examples are now
out of business, but I have been assured that new businesses crop
up practically every week.

When you have one of these mail order catalogs, all you do is fill
out the order form for the desired drugs, and include a check. It is
just as simple as that. One of these says, "Not for sale to minors,"
but nowhere does it ask for the buyer's age or proof of age. An-
other says, "Not for sale where prohibited by law." That must be
just about everywhere.

Some dealers simply drop by the various gyms with suitcases full
of these drugs, or they sell them out of the back of their car. It is a
very common thing. If you want to find out about it, just simply goto your local gym.

There have been many people with whom I have spoken who
have been sold fraudulent anabolic hormones, including growth
hormone.

I have here a sealed container of Asellcarin, a brand of human
growth hormone, which was sent to me, which was bought by a
black market dealer and sent to me by an athlete from the Mid-
western United States. He said he paid $300 a vial for three vials.
When he did not receive the muscular gains expected from thc., firstvial and a half, he had some of the material examined and was told
that the vial contained nothing but water.

When he examined this third, sealed vial, there was a noticeable
tiny hole drilled in the top. Now, you see the cover is still there; it
's still unsealed. There is a tiny hole. And this was covered by me-
tallic cement of some sort, so that you really could not see it unless
you examined it carefully.

I assume that someone drilled this tiny hole and then withdrew
the Acellorin with a hypodermic syringe, a needle, and filled the
vial with water or some other fluid. One might wonder if the fluidwas even sterile.

I received letters from others asking if growth hormones were
blue in color. Others have written that they doubted the authentic-
ity of their illicit hormones for other reasons. So some of these
cases were simply con games, perpetrated on unwise individuals.

Again, we might wonder if the substituted substances were dan-gerous in any way.
Last summer was I was invited to the University of Texas totake part in a day-long seminar on the growth hormones. The topic

selected for me was the athletic use of these drugs. The speakers
varied widely in their expertise and locale, and just prior to the
seminar it was announced that the recombinant growth hormone
would soon be released by the Genentech company.

Dr. Ann Jo Hanson represented Genentech at that meeting. I told
her and the audience that I predicted that within weeks after the
release of Protropin it would be available by some means on the
black market. Now I have been told that my guess was not off.
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Athletes have told me that they bought Protropin on the black
market by mid-summer, and it has been available ever since.

I reported this in a letter to Dr. Jo Hanson this winter, and I be-
lieve that she found this news to be something that she had not
heard before. I have included copies of my letters to Dr. Jo Hanson
and her letters to me.

Just prior to notifying Dr. Johanson of the prevalence of this
source of the drug, I wrote to Dr. Robert Boyd of the United States
Olympic Committee, notifying him of the availability of the Protro-
pin drug. Later he asked me if I would be interested in addressing
your committee today.

At that time, we both thought that it might be interesting to
show you how available Protropin by buying some from the
black market. It perhaps would also show some light by perhaps
introducing some serial numbers or some other means of tracir.g
its source from Genentech. Dr. Voy and I were each going to buy a
container of Protropin until we found out that its cost was $450. So
I suggested to Dr. Voy that I would buy the product, which con-
tains two vials of 10 ccs each, and I would donate a vial to him.

Now that I think about it, I do not think it is tax-deductible.
At any rate, I have got a vial of it here, and it is open for your

investigation.
Let me give you a little background. I have made friends with

athletes from all over the world, throughout the years, and I have
generally gained ideas on who dealt in these types of drugs. But
when I went to buy this, I fait that if I went to a known dealer,
that might be just a little too easy, so I simply chose a bodybuilder
in Southern California who I had known in the past had taken an-
abolic drugs from the black market.

One call did the trick. I received the package of Protropin one
week later, and paid him the $450. I do not believe that this fellow
has ever sold drugs before, but I was certain that he knew from
whom to buy.

So you can see how quite easy it is to purchase this drug, no
matter what Genentech says.

There are a couple of important issues here. The bodybuilder
from whom I bought the drug said a friend of :As works for Genen-
tech and was giving me the drug at the wholesale cost. Selling out
the back door, huh? This is a very depictable ploy and I have heard
it so many times before. Everyone who ever sold human growth
hormone before, or now with Protropin, always says that the dealer
was his brother who works for the company, or an uncle, or that
the brother is a pharmacist or some other type of friend or relative.
You always hear that same excuse.

One week ago I spoke to an olympic weight lifter from San Jose,
CA, who just bought two containers of Protropin, and when I asked
his friend's name, he declined. Perhaps he felt embarrassed in ad-
mitting to me that he had dealt with an illegal drug source. He
simply said that he bought it from an employee of Genentech. T am
certain that Genentech is above all of this business; but it certainly
is besmirching their name, and I would suggest for the sake of
scandal that Genentech might undertake an internal investigation
into this matter of this product being sold.

I think my time is up. I'll skip the rest.

u
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At ..iy rate, I have a lot of material here that you might find
interesting.

[Testimony resumes on p. 110.]
[The prepared statement of Mr. *Kerr follows:)
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Robert B. Kerr, M.D.
310 Fast Las Tunas Drive
Sin Gabriel, CA 0177o

(213)285 -1154

Gentlemen:

I would like to give you some background data on growth

hormone today, particularly its illegal distribution

and use.

Human growth hormone was found to have anaoolic (or

strength - enhancing) qualities a few years ago, a few

years prior to the 1984 Olympic Games. Eastern

European bloc countries probably were the first to use

this drug to enhance athletic qualities. In 1982, an

executive of the Kabi Corporation, the manufacturers

of human growth Crescormon, told me that to his

knowledge, 100% of the human growth hormone being im-

ported into East Germany was being used by athletes!

To his knowledge, he said, not a drop was being used

in needy.childrigx0

Bodybuilders in the United States and Canada were pro-

bably the first of our athletes to use growth hormone

as it was being sold rather extensively at that time

on the black market. But, human growth hormone had a

competitor that was being sold just as extensively,

and that was monkey growth hormone. This product was

being processed in this country by marginal laboratories

28
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and wa!, prcmcted to bodybuilders and weight-lifters as

"gk,t .: ,. I hcrmove."

At that time, quite a numoer of physicians around the

c-ountry :rigid to t.teer the ath.letes away from the

black market by prescribing the human growth hormone

to worthy athletes. But, to "legalize" the use of

growth hormone, or any other anabolic drug for that

matter, in this manner, is a fruitless endeavor indeed.

Athletes, and I'm not speaking particularly of the

track and field athletes, but more commonly those in

bodybuilding and power-lifting, who desired not only

greater strength, but a greater body mass, would (and

will) simply Lake a prescribed medication and sup-

plement that with whatever else they can buy on the

black market. I believe now that this type of control

of the medication is frought with failure. There is

simply, at this time no way to effectively halt the

black market activities. Recent FDA and FBI prosecu-

tions of drug.4valers is a start, but its still no

more than a drop in the bucket. I reported a number

of dealers to Lhe FDA and other law enforcement agencies

but most are back on the street at this time, plying

their trade. The laws are Just not strict enough.

I've been asked before if there's a connection between

the black market dealers and organized crime.

pears to me that the illicit dealers are not organized

It ap-

n,e-euc,
.
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and are individuals who are practically alone, and

Inerefore, might be more easily dissuaded from their

ict,vities i the laws become more rigid and tae pen-

more severe.

When }ou consider that practically every weight train-

ing facility in this country has an employee or a

client who trai,is there, or someone who simply stops

by now awl t ", who is selling illicit anabolic drugs-

when you consider how many millions of men and women

are now buying these products in the United States,

it's a wonder that organized crime isn't interested in

their business.

There is a gym in a Los Angeles suburb that I've

always thought of as "drug free" and I've used it as

an example in the past when speaking to others about

this problem. Last week I was told that every Friday

night a dealer in illicit hormones makes a delivery to

a manager of bli.a%, gym. So, I guess that I've been

disillusioned more :han once, and at this time, I've

yet to hear of a gym where this actvity is not founo!

By the 1984 Olympic Games it Los Angeles human growth

hormone was always the topic of conversation between

athletes and coaches, and it apparently was used by a

rather unexpectedly high percentage of athletes. The

nr.,nd name of the human growth hormones were Ascellacrin

3 0,
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and Crescormon. By that time, only an unelightened

few bodybuilders were still turning to the simian

growth hormone, but
n
was, and still is, available to

those desiring it.

Besides the drug sales by independent dealers, anabolic

hormones, growth hormones and other prescription drugs

were, and still are, sold by mail order dealers.

Flyers, catalogues and order sheets were sent to

athletes throughout the country by the mail. I have

examples of some of these mailers with me today. I've

sent copies to the DEA, the FDA and others, and hope-

fully, these examples are now out of business. But I

understand that this type of business is still

flourishing. With these ynu simply fill out the order

form for the desired drugs and include a check, /Ts as

simple as that: One of these says, "Not for sale to

minors," but it fails to ask the buyer's age or proof

of age for that matter. Another says, "Not for sale

where probAbi404 by law"-well, that must be lust about

everywhere! Some dealers simply drom by various gyms

with suitcases full of drugs for sale or they sell

them out of the back cf their cars.

There have been people with Whom I've spoken who were

sold fradulent anabolic horMones, including growth

hormone. I have 'IeLc a ser.led container of Ascel-

lacrin, a brand of human growth hormone, which was
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bought from a black market dealer by an athlete from

the midwestern United States. He said that he paid

$300.00 a vial for three vials. When he did not re-

ceive the muscula. gains he expected from the first

'vial and a half, he had some of the material examined

and he was told that the vial contained nothing but

water! When he examined this third, sealed vial,

there was a tiny hole, that you'll notice, through the

seal which was ccvered by a small amount of metallic

cement. I assume that someone drilled a tiny hole

through the metal cap and seal, withdrew the Ascel-

Licrin with a hypodermic syringe and needle, then

fili-,-: the vial with water or some other clear fluid

before filling in the hole. We might wonder if the

fluid was even sterile!

I've received letters from some asking if growth

hormone was blue in color. Others have written that

they doubted the authenticity of their illicit hormones

for other reag.crks. S.., some of these cases were simply

con games perpetrated on unwise individuals. Again,

we might wonder if these substituted substances were

dangerous in any way.

I've been told that the monkey growth hormone is still

for sale, and you'll see it in the illicit drug cata-

logues that I have here today, and you'll see that
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l*a n, eAp,n the other types of drug

hormone.

Last summer I was invited by the University of Texas

'to t the part. In a day-long seminar on the growth hor-

mones. the topic selected for me was the athletic uses

of this drug. The speakers varies widely in expertise

and locale. Just prior to this seminar it was an-

nounced that the recombinant growth hormone would soon

be released by the Genentech Company. Doctor Ann

Johanson represented Genentech at that meeting, and I

wos impressed by he:. I told her, and the audience,

that I woule' predict that within weeks after the re-

lease of Protropin,, it would be available by some

means on the black market. I've been told that my

guess was not far off. Athletes have told me that

they bought Protropin on the black market by mid-summer

and it's been available ever since!

I .eported this in a letter to Doctor Johanson this

winter, and I believe that she found this news to oe

something that s:,e hao not heard before. I've included

copies of my letters to Doctor Johanson and her letter

to me. Just prior to notifying Doctor Johanson of the

prevalence of this illegal source of the drug, I wrote

to Doctor Robert Voy, the Medical Director of the

United States Olympic Committee, notifying him of the

availability of this Protropin drug. Later, he asked

BEST COPY AVAILAiki.
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me if I would be interested in addressing your com-

mittee today, and at that time, we both thought that

perhaps it might be interesting to show you how avail-

able ,'rotropin is-by buying some from a black market

source; it perhaps would also shed light by showing a

possible serial number or some other means of tracing

its sources from Genentech. Doctor Voy and I were

each going to buy a container of Protropin, until I

found out that its cost was 5450.00. So I suggested

to Doctor Voy that I would buy the product, which con-

tained two vials of 10 ccs. each, and I would donate a

vial of that to him. Now that I think about it-I

don't think that it's tax deductible!

Throughout the years, I've made and kept friendships

with quite a number of athletes throughout the world-

including the Soviet countries. This has gained me

knowledge about illicit drug dealers, many of whom

I've reported to federal agencies. But, in buying the

Protropin, buyug, from a known dealer was too easy, so

I chose simply a bodybuilder who I knew to have taken

black market anabolics in the past. One phone call

did the trick-I received the package of Protropin one

week later and I paid him the $450.00. I don't be-

lieve that this fellow has ever sold drugs before, but

I was certain that he knew from whom to buy. So you

can see that it's really quite easy to purchase this

drug no matter what Genentech says!

LICJiiiiiViA Y9OU 1-638
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This bodybuilder from whom I bought the drug said that

a friend of his works for Genentech and was giving me

the drug at the wholesale cost! This .s a very pre-

dictable ploy-I've heard this so many times before.

Everyone who sold human growth hormone before, or now

with the Protropin, always says that the dealer was

his brother who works for the company, or an uncle, or

that the brother is a pharmacist, or some type of

friend or relative. It's always the same excuse. One

week ago I spoke with an Olympic weight-lifter from

San Jose, California who had just bought two containers

of Protropin "from a friend who works for Genentech in

San Francisco." I asked his friend's name, but he

declined. Perhaps he felt embarrassed in admitting to

me that he had dealt with an illegal drug dealer, and

yet again, perhaps, a Genentech employee had a better

sound to it

Now, I'm certain that Genentech is a very reliable and

sound company,....apd I doubt very much that they would

have anything to do with selling their product from

the back door. Though I would suggest for the sake cf

scandal that Genentech undertake an internal investi-

gation into this matter. With th prevalence of their

product on the black market throughout this country,

apparently a large amount of Protropin is missing from

hospital pharmacies or wholesalers' inventories some-

where. Someone is making alot of money on these sales,

ri r.:: % 1

if kl
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and its all untaxable!

Doctor Terry Todd, of the University of Texas, told me

a few weeks ago that a boxcar with Protropin within it

was hijacked from an eastern freight yard, and was

probably the source for this Protropin. But, you

know, I've heard that same exact story, word for word,

given in past years to explain why human growth hormone

was on the black market. Now, either there's a

drastically unguarded freight yard in the east that's

had a 1 :gh number of freight cars missing, or its a

fallacy perpetrated by those who wish to cover up

their own corruption. I suspect with the high retail

cost of Protropin, plus the thousands of buyers, some-

one, hopefully after :caving Genentech, is supplying

the black market with their own inventory. Perhaps

I'm wrong about this, but I wouldn't think it too dif-

ficult to check it out-Genentech could certainly ask

their customers, physicians, pharmacies and whole-

salers to .cr4Uially identify their sales. If the

Lilly Company offers its recombinant growth hormone

for sale, they might also be confronted by this same

sham.

If laws are enacted, and Protropin and any other growth

hormone is eliminated from the black market, does that

mean that athletes will return to the simian growth

hormone-hopefully not But with the millions of

0 ,
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people, men and women, in this country and Canada who

are determined to take something to enhance their

strength or size or whatever, I'm certain that some

form of growth hormone will be available, perhaps from

European manufacturers, but hopefully, the FDA and

other agencies will be able to cope with this problem.

But these and other problems might confront your com-

mittee some day in the fut':re.

Today in bodybuilding gyms throughout the country the

most sought after anaboitcs are the exotics. This in-

cludes East European anabolics that are smc.ggled into

this country, and the FDA and the FBI seem to be cur-

tailing alot of tois traffic. But Just as commonly

found are the veterinary products-Winstrol V and Equi-

poise (I believe that Equipoise was the name of a

derby winner in the 1930's, and that certainly gives

you confidence in the medication, doesn't it?): These

products are said to be sold by veter.narians, blt I

don't know.lha4,this is true, but certainly some vet-

erinary source is at work here.

I reported to the FDA a clinic in San Jose, California

that develops designer anabolics for their clients.

I've been told that the owner is not a physician or a

chemist, and he's been arrested before for selling

these drugs. So, obviously there are some laws that

need amending.

n -,,

t, ,,
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Now to get to a toughs/ aspect of growth hormone.

Through the media, we've all heard stories of parents

wanting to obtain these drugs so that their young teen-

age sons (and perhaps, daughters) can grow past their

expected height and satisfy some parents' hopes. Un-

fortunately, it's true to a certain extent. I don't

know what the numbers are-but I, and other 9hysicians

with whom I've spoken, have been approached by a few

such parents. If I couldn't dissuade them from this

expensive, and no doubt futile experiment, I then re-

ferred them to a pediatric endocrinologist, knowing

full well that they would be turned away. I wonder

how many of these simply turned to a black market

source for their growth hormone. The idea of wanting

the best for your children is an idea that we all

share, but this is a disillusion, and I don't expect

any of these teenagers who are potentially deemed

short statured to become an NBA an NFL giant. This

is wishful thinking. I'm afraid that some of my physi-

cian colleagues,con be counted in the ranks of these

parents. A law controlling these drugs will discourage

such parents.

I don't believe that such laws will ibolish anabolic

drug usage in athletics. A Russian athlete last week

told me "it's a fact of life, as long as there is

dthletics, there'll be anabolic hormones." Athletes
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are going to take anabolic hormones-it's just the way

it is. Now, someday an anabolic process that doesn't

entail medicines will give these athletes their

strength and size, but until then, it's a way of life.

There are on the horizon new methods that could pave

the way to this drug-free athletics.

But, the bottom line to all of this is simply this-

whether the drugs are leaked to the black market from

pharmaceutical wholesalers, smuggled in from Mexico or

some other country or whether the drug is manufactured

in someone's kitchen in Anaheim, California, it's all

illegal and untaxabl. If I have to pay taxes, how

come these dealers do not?!?! The FDA and the FBI are

doing any exemplary job. But if we don't give them

the laws to stop these illegal processes, the practice

will only escalate.

Thank you
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The UM UPeATT is a biscothly pblication. In these bulletins he will
point out and correct any errors we say have made in the original
UNCEIGIOUND SIERJ115 HAVISOOK. Also, we will inform you of any new drug
developments in the mall' of coepetitire bodybuilding and poherli rung.
This is our first isms and we will address ourselves to Mat he think is
the biggest blooper we made in the USN, our altogether too cursory
examination of Growth anyone.

we find that Growth Hormone is the most expensive, most fashionable,
and least understood of the new athletic drugs. It has firmly
established itself in poworlifting aid within few years will be a
coivoenly used drug in all strength athletics. We are discussing in this
report only one type of growth hormone, Asellacrin by Serum Labs. This
is Hunan Growth Hormone. It coxes in four bottles to a bgi, 10 IU's to a
bottle. The bottles contain an unreconstitoted whitish powder, with
biostatic water (S cc's per bottle) to be added. The biostatic water is
not part of the Sour bottle package. Pecple familiar with Pregnyll (WM)
will find Asellacrin packaged similarly. Once reconstituted, the Gi trust
be refrigerated. Serono s tbolesale price to pharmacies is $600 per tour
bottle tor. They offer lower.itolesale prices to quantity buyers.

Most of the information available about Gi in the past was on the
effects of Rhesus Monkey Growth Hormone. All the bad side effects such
as acraregaly (thickening of the bones) and diabetes have now been
determined to be mostly from the inferior monkey hormone. Human Growth
Hormone reconstitutes into clear liquid. The Rhesus hormone is
brownish. Asellacrin is extracted Eros the pituitaries of human
cadavers. It is not 100% pure Gi, as there are traces of other chemicals
and hormones ford in the pituitary.

Just why is it such a desired drug? It works differently than Anabolic
steroids. Mt only does it sale muscle cells grow bigger, but it makes
the body grow more auscle cells. It also makes the rest of the Ix*
grow. Tendons and ligaments get thicker, as do bones (if you are still
able to grow heighbrise, you will grow taller). You mfght surmise why
pouerlifters have taken a shine to it. Champion powerlifters get many
injuries because usually their muscles are stronger than their bones,
ligaments, joints and tendons. GI will alley growth of these weak links.
Also, Gi mobilizes stored fat, so that it is metabolized at a Easter rate
than normal. It does not interfere with the reproductive systems of
either men or women. Receptor sites on the cells are not the same as
steroid receptor sites, so if yeu have plateausi on anabolics, your body
can still rasped to Growth Somme. Ard lastly, it is not detectable in
drug tests used in international Olympic and Powerlifting competitions.

Most everyone produces some Growth Hormone naturally. The hijhest
mounts are released by the pituitary during the first few hours of
sleep. It was also thought that Gl was released in response to highly
stressful anaerobic exercise, but the most recent studies find this to be
true only in people up to the age of about thirty. As he mentioned, Gi
ashes wary things grow in the body and we have found the most significant
benefits of it (health-wise) is in its ability to keep the thymus gland
large. The thymus gland Is a major gland that is part of the immune
system. It produces antibodies which fight potential disease and
infections and generally keep the boo/ healthy, young appearing and hell.
If the thymus gland reduces in size, your immune ability will be
lessened. Tho aijor factors cause the thyme gland to shrink. The first
is the reduction of the body's output of Growth lionsone after the age of
thirty (ahahl). And the second is anabolic steroids. In fact, the major

4 0
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. ..th hazard of anabolic steroids is their ability to nduce thymus
a iv., thus limiting your body's antibody output. We've encointered aany
steroid users who start the drugs and imeediately come don with a cold
or flu-like symptom. Now you km/ the reason. Of course, you can boost
your own natural output of GM with aeginine, Ornithine, vasopressin,
broaocriptine,-ani L-EOPA supplementation (we do). but the stout of CM
you can inject is cosparitively.tsuge to the trickle that the pituitary
can put oat even in the molt elevated way.; K.

Let's discuss tow CH is used by the body once it is in the bloodstream.
Car is activated by enzyme-lila cheraicals called soratorredin. Sonstorredin
helps CFI mediate its effects. Once 01 is in the bloodstream, it
saturates the available somatomedin in about twenty minutes. In this
state, the half life of the 01 is forty eight tours. If there is rot
enough somataredin available to activate the CH, its ha.f life in this
unsaturated state is about half an hour. We knot no way of ircreasifg
surataredin synthesis. Growth Marone reduces insulin's ability to put
glucose in the cells. Also, strangely enough,, CH increases insulin
levels in the body.

We've seen many people who have it had good results in using Growth
Hormone. dice are sane reasons why GH won't work in those people:. GH
won't increase body size without sufficient calories. We've seen more
success of CH used b: t. lifters as opposed° to bodybuilders because

powerli /ten are not afraid to eat. A few people manufacture
antibodies to the Growth 'Orson., rendering it useLnsm. Mary studies
show that CH works best in an erwinximent high in ardrogens and low in
estrogens and cortisone. Most athletes don't use a high enough dosage.

There- has never been any recnnerded dosages pit/Usher) (especially for
athletes). Most ever}ona we've seen, ixaerlifters and borlybailders both,
use two IU's evely forty eight hours for as ling as their money holds
wt. Sae have mixed the CH with testosterone aqueous to insure high
androgen levels. Also, when GH has been used while the person has been
on steroids for a long duration, weal seen estrogen antogonists such as
Nolvadex or Tesl..c added to control the estrogen resulting fran
a remit int ion.

Mast Nople will not feel the effects of CH blocking insulin's ability
to lod glucose into the cells because of the higher insulin levels also
.ncountered. For those that do (and the noticable effects will to lass
of strength and a flat, depleted lock to the muscles) the easiest ray to
:anbat this is to stay off GH for a kw days when they begin to notice
the lack of energy and then to load carbohydrates into the body. We
liscuss carbohydrate loading in the ULTIMATE DIETING HAMMOCK. Sane
ample are supplementing their insulin with injectable forms. Most
ieople, doctors included, don't know tow to do this properly. They
same that insulin should be ixoreasei in a linear level car erred to the
levated blood sugar levels. This is not true. A mathemat;.cal formula
if normal insulin value/noroalvalood sugar: levels:: new insulin value
x )/elevated blood sugar levelqs',1h.ralff.-- r (x ) value cannot
e found metheratiealZyn .iiellon'anciktoato 'it accurately.

People who take large dcsagea:Of Q1, A:the and up per 48 hours
ange (and be personally find tTiIi febilh4Ceattinuint amount that will
elp athletes) usually inject all the 01 at are, compromising the Gi's
bility to saturate the available somatomedin. A more logical
ministration would split the amount injected raver a period of a few

We'd like to give your our personal observations about Gm. We think
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that it is quite a safe drug. Most of the side effects are either
heresay or were related to the inferior rhesus-derived Growth Hormone.
we think that it is an athletically beneficial drug for both wen and
town. We find that it works when taken in large dosages over a long
enough duration. Most people cannot afford the oast of this therapy.
Very soon, in stetter of months, Gil will be available at a vastly
reduced price because it is new a genetically engineered drug. That is
to say that scientists have invented certain strains of bacteria to
produce Growth Marone in its human boa. This was first done at Baylor
Medical school, bat rani places are doing it not. because ti. is new way
of producing CH does not involve dissecting cadavers and cut- acting the
substance from the pituitary, it will not only go down in price, but up
in Mailability. We also predict that awe this happens, you will see
minty non-athletic people, at first in Europe away from FDA influence, use
this drug ab a life and youth ecterder, as its preperttes of keeping the
thymus enlarged are already well known.

Here is the forecast of what we will be talking about in upcosirtj
UPOklEs. We will be analyzing the new generic Dianabols now that Cibs
has withdrawn that drug Eton the world market. We'll be featuring
reports on two new exciting injectables, Equipoise and Matropin. A
comparative study of the different brands of needles and syringes is
under way, giving you the results of the Painless 22 Gauge Shootout.
We'll discuss the oilAster partitions of the various injectables, which
tell you hoe long it take* b; a shot to "tally get working. We will
rereview the testosterones and how they relate to powerlifting.
Injectable Winstrol is getting a lot of eicitenent lately, so we'll have
a go at that subject. Of course, we're always open to suggestion;.

A few of you might balk at the S2 price we charge for our Updates. As
you can imagine, ours is a limited rea3eiship. that you cannot- imagine
is the enormous cost there is to ye in finding out all this in fonration.
We don't want to tell you hum much we paid out for Growth Hormone,
suffice to say that the arrant could also by you a VERY nice motorcycle
or a cheap shit bat car. If you hire real air L6H (sal we asstne that
you have) you know that we always try to save you money.

The UNDERGROUND STEROID illiir30OR MATE is Ftblished sax tunes fir year
by OEM Publishing 1716 Main St. Suite 193 Venice Reach, CA. 902ql.
Subscriptions are $12 per year, shipped first class. Ospyright 1982 All
rights reserved.
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ROBERT B KERR, M
GUILLERMO A. LATCH. M C. Ph D.

February 17, 1987

BIOMEDICAL AND SCENTIFIC DEVELOPMENTAL
SYSTEMS FOR HIGH PERFORMANCE ATHLETES

HUMAN PCRPORMANCE
SPORTS IAZOICAZ

RIONIPOIAMCS

Genentech Company
460 Point San Bruno Boulevard
South San Francisco, California 94080

Attention: Ann Johanson, N.D.
Director ,: Affairsk

Dear Doctor Johanson:

I had the privilege of speaking with you at the
sympoaiu* last April at the University of Texas on
the topic of human growth hormone.

You might recall that I was the speaker discussing
the athletic uses of the human growth horeene.

At that time, I mentioned to you that I was con-
cerned that your product might ,become available
through black market sources, and such is now the
case. I've heard :rom coaches, athlete, and train-
ers throughout the country and.COnede who say that
the Genentech growth hormone is readily available
through black market sources throughout the hem4
isphere. I've also heard from people in Western
Europe who say that they are obtaining it there also
via black market sources. It seems that there is a
wealth of the material for Male. I gather that it is
being sold for around $300.00 for ten or so units.

r thougK%-thaV"-this should be brought to your at-
tention bbcause you never know when aOme investiga-
tive reporter might learn how readily obtainelle your
product is on the olack market, and develop some
sensationalism about the whole thing. and I cer-
tainly wouldn't want that type Of advertising to be
used against rig.

-

I have not heard where:Apg. 11019.8ket SOUrCes ob-
tain the product, wheibprt r it gens
entech or whether itliela cri.oedistributor
whatever, but perhaps; you_ 914 Olt:Ab1e:3o investi-
gate this situation and,,,find4W4044rdk.'.

If I can be of any further assistance to you, please
don't hesitate in contacting me.

My very best,

Robert B. Kerr, N.D.

r.
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Genentech, Inc.

March 12, 1987

Robert B. Kerr, M.D.

Biomedical and Scientific Developmental
Systems for High Performance Athletes

316 East Las TUnas Drive
San Gabriel, CA 91776

Dear Dr. Kerr,

Thank you for your letter of February 17, 1987. Your concern about the
potential misuse of Genentech's ProtropinR human growth hormone is, of
course, a significant concern of ours. AI you know, Genentech has taken great
measures to control the distribution of P.otropin to guard against misuse. In
fact, Protropin is only available from hospital pharmacies where there are
qualified doctors who treat short children diagnosed as growth hormone
deficient, and through Home Health Care of America where each individual
prescription is scrutinized and screened for appropriate indication.

Genentech's distribution system goes beyond that which even FDA has authority
to require. We take pride in our product and we also take appropriate
precautions.

Although you suggest that Genentech's product is widely available on the black
market, Genentech has no obtained evidence of illegal distribution of
Protropin. Moreover, we have agreed to provide any evidence of diversion
voluntari., to the FDA and the Department of Justice. Conseepently, we
appreciate your concern and will forward your inquiry to the appropr.at
federal officials for investigation. Any hard evidence that you have tint
Protropin is being diverted for unlabeled uses should be given to those
agencies.

Once again, we share your concern. rank you for br.nging it to Geneatech's
attention.

Sincerely,

Ann J. J on, M.D.
Associate ector
Medical Affairs

.4 4
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BIOMEDICAL AND SCIENTIFIC DEVELOPMENTAL.
SYSTEMS FOR HIGH PERFORMANCE ATHLETES

HUMAN PERFIXIMANCZ
SPORTS MECICP/E

COOMCCHANKS

.Ann J. Johanson, M.D.
A.bociatc Director
Medical Affairs
Genentech, In":.
480 Point San Bruno Blvd.
South San Francisco, California 94080

Dear Doctor Johanson:

Thank you for your letter of March 12th. I do not
think that you really know the degree that Protropin
has invaded the black market activities in this
country and in Canada, but I recently purchased a
vial of Protropin from a black market dealer to prove
how easy it was.

I have also been asked by Doctor Robert Voy, of the
United States Olympic Committee, if I could pur-
chase a vial for him so that he also could verify how
easy it is to ocain this drug.

I know of ,robably at least than or twelve black
market dealers that I have heard of through the
grapevine who can supply your company's product at
any time.

Doctor Voy recently asked me if I would be interest-
ed in testifying before a United States Senate Sub-
committee hearing that will place under a triplicate
registration and, of course, that is obviously one
step towards regtlating this, but someone is making a
vast amount of money by selling this on the black
market.

Now, one possibility is a comment that I heard from
Doctor Terry Todd, of the University of Texas, wh.
stated to me that he had heard that a "boxcar ship-
ment" of Protropin was supposedly damaged in transit
in the eastern United States, but instead was taken
and sold to black market dealers, I 'Jon't know if
this is just an anecdotal comment or that there is
some truthfulness to it.

It would appear to me, from all of the gossip that I
have heard from atheists., that probably the widest
use of this drug right now is through the black
market. I've hardly talked to a soul throughout this
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ANN J. JOHANSON, M.D.
March 17, 1987
Page Two

,country and Canada who has not had the opportunity to
purchase Protropin from any number of dealers. And,
of course, I mean black market dea:ors.

The vial of Protropin that I bought, I threw away in
the trash, as I certainly had no use Zor P.:, but
is there an ident...fication number of some sort on the
container that could more readily identify its
source? If so, please let me know and when I purchase
a vial for Doctor Voy we will look and see if there
is such a distinguishing mark on the vial. And, of
course, if I can be of any further information to you
on this topic, I will be happy to help in any way
that I can.

My very best, wishes,

I

Robert B. Kerr, A.D.

RBKc1h

46
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Genentech. Inc.

April 2, 1987

Robert B. Kerr, M.D.
Biomedical and Scientific Developmental
Systqms for High Performance Athletes
316 East Las Tunas Drive
San Gabriea, California 91776

Dear Dr. Kerr:

Thank you for your letter of March 17, 1987 to Dr.
Johanson. We are referring tt to the appropriate federal
officials for further investigation. We have agreed to
cooperate with than in any way that we can. If you have any
further information regarding the alleged misuse of Protropin
(somatrem for injection), please send it to me directly. We
appreciate and share your concern.

Szlcerely,

Patricia S. Kenney
Senior Corporate Counsel

cc: John Fleder, Esquire
Chief, Offiet,of Consumer Litigation
United: States Department of Justice
Washington, D.C. 20857

Daniel L. Michels
Director, Office of Compliance
Room 260 MPH HFH-300
5600 Fishers Lane
Rockville, Maryland 20530
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AUGUST'83

NLW ITEM-S

Rolasterone(Tes-10) 30m107mS 4;27S' "
Dyhydrolone(Tes-20) 30m1e2Ore3 00 C
Dymethyzine(Tes-30) ******* 4-)0m1016pkg4/6('.0'

--,,,Rheses Monkey Hormone ***** - 102v-pc ^'

GRALS

Di anabol(Methandrostenolone) 10005mg"u .,.."
Anavar(Oxandrolone) 10012.5tzgiSc.<,
Winstrol (Stanozolol) 10002mg i ici cc
Max awl in(Ethyestranol) 10002m a .1"('c'
Anadrol-50 (xymetholone ) 100050mg472 oo
rethylestosterone

Linguet 10061 Oragi i I '"
1000010melLce

Levodopa(Dopar) 1000250mg4:s oo

Trisoralen(Trioxsalen) 289 5mg 4 21 "
Pro lo id (Thyroglobulin) 100q1.5gro/20,
Nolvadex(Tamoxifen Citrate) 61W Omg ''s.:.? c`

Yalotestin(Android-p) 6fdi0me.;z cc
Efedrin Sulfhat 10009.375gr'v '-' c''
Aldactazid 100225mg iii:""

INJECTABLrS

Testoaterones
cypionatell* lOcc0200mg Iii O°
Enanthate P /lOcc100mg /C.00
Propionat iOcc0100m,g 4 14.00

48
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Vethandroil Dipropinate(Therobolin)

Durabolin(Nandrolone Phenpropionate)

Equipoise(Boldenone Undecylenate)

Winstrol-V(Stanozolol)

Epinethrine

lOccw100mg4/2.".

10cc050mg "c

2cca50mg * to

lOcc050mg aci4eu

50cc4050mEA/4.500

lOcc050mg "44"
30cc050m,g474".vo

304c4,100sig42moc

Wydase(Hyaluronidase) 10a1150IU 2o cc

Human Chorionic Gonadrotropin 10m1411O.000Iu 444;c'e
10m1020,0JOIU42pee

...ArCrescormon(Somatropin) 1 vial* 4 iu 4/06 cr

_---4PAssellacrin(Somatropin) 1 vial* 10 IU'8[r.0
Pee,/ -.0or,*/reifiz -6/0/Aimei.otug DIPRoPINATE) - 4 /0. oo

MEXICAN

Sostenon 250(with needle) 1cc0250mg 'J /7c0

Primoteston Depot 1cce250ms IC 0

Primbolan 3005mg sic."

Primobol_A Depot lcc050mg 4/°*"

Anatropi 1cc0100mg410.et

Dianabol(Methandrostenolone) lOcc025mg 12C "'''
50cc425mg 44s-co

MISCELLANEOUS

Cheque Drops(Mibolerone) ,,,m10100m4.6227 to

Syringes
20 Gauge 3cc
22 Gauge 3cc
25 Gauge 3cc 5/8

B-12(Cyanocobalamim) 30m11000mcg 'Amo

B -Complex 30m101000mcgje

Liver. 10m1020mcg geoo'

3Oem
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EURWLAN

uralb

Nilevar(Nesterolone)

Proviron(Nesterolone)

Cynomel(Liothyronine)

Primobolan(Metenolone)

Praxilene(Naftidrofuryl) ** 2011200mg4/Soo

Tricana(Trilodothyronnis) 1.4300725mt23 o0

INJECTABLES

Primobolan Acetate(Betenolons)

Primobolan Bepot(Metenolone)

Parabolan(TrenboIone)

Trophobolene(Androgen&Estrogen)

50

Box cf 1 m14120mg

Box of 3 1 mail00me.27"

Box of 2 1.51a176rngile
** 01M1050Mg u9 cc.

fro
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SPECIAL UPDATE

DYHYDROLONE & DYMYTHYZINE
(TES-20 8 TES-30)

The following two anabolic steroids an included in the Same family of the new advanced generation
chemicals Onginating on East Germany. It is carnman knowledge In the sports world 14at the eastern bloc
countries. g the Soviet Union and East Oormeny. hamlets( many yoars developed and administered anabolic
steroids to their competing athletes. Many Americana feel Ihat this research has given the eastern bloc an
utile', advantage over their peers, especially in strength and muscle (Wonted sports.

DYHYDROLONE (TES-211)
- SO ml e 20 mg

Dyhydrolon* is being hailed In the United States at a majorbreakthrough for use by
row/miters. Its potential strength gains surpaae any other anabolic steroldivallableIn the
free world today. Through its use a pOwerfifter should expect toemus at least 20 pounds el
bOdyweight within 2 weeks. Accientpartylng tats Mae will be some water retention. so It Is
recommended that the powerlifter use 1 Previren WIdat daily. thereby minimizing title tildeeffect.

The Net Nitrogen Retention (NNR) ef Dyhydrelone Is the highest available of any anabolic
steroid designed for powediftera (the NNR of Mythytestosterone Is 100/100. it-lastorono
(Tes-20) is 2800/2135).

Component 02 ............... 2200/300
Component 13 .. ... - ... . 1000/1000
Component .. .. ........ ...... 500/20

Total NNR 7700/1829

pAC:nmistration 20 mg per day.
Delivery 22 gauge syringe intramuscularly
Duration 4-6 week cycle, a mmimurn 4 week off-cycle
Storage Refneerate 38' to 46'
Testi.ig SMA-'.5. Chem ProCte every Cycle

DYMETHYZINE (TES-30) - 30 ml a 16 mg
Dymethyvne is the most outstanding anabolic steroid ever benefited bybodybuilders 1113

the only chemical so high in Net Nitrogen Retention (NNR) that itactually alters the RNA/DNA
predetermined muscle fiber Oasis (a hypmplasia inducing saentP

Component 01 - - 4000/2000
Component ...... 2300/6500
Component 10000/7500
S'omponent 14 ....... 1200/100

Total NNR 17500/15600

Conservative expected results from Dymethyzine within a 2 to 3 week cycle Is 15 pounds of
solid muscle tissue gems. No additional fat or water retention will accumulate (Dymythyzine
does not atom/Mho). Also, a drastic reduction in previously existing body far will be noticed It
mu, potent and effective chemical that 11 is iligulvetent in growth hormone release to taking 2
1U of SornetrapIn daily,

Administration: 1$ fog per day
Delivery. 22 gauge syringe Sltreriltratelarly
Duration. 2-3 week cycle; a minimum 2 week eff -cycle
Stony* Refrigerate 36' to ie
Test."0 SMA-25, Chem Profile every two cycles
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1.0 PRICE LIST FOR SPRING 1985

PRODUCT STRENGTHI,
Adrenalin 1-1000
Aldactazide
Ammonia Ampules
Anadrol-50 50 mg

Anatroftn 100 mg

Anavar 2.5 mg

Bolasterone (TES-10) 7 mg
B-complex w/C
B-12 1000 mg

Butazolidin 100 mg
Chorionic Gonadotropin (HOG) 10,000 Units
Decadron 0.75 mg

Deca Durabolin
(Nandrolone Decanoate) 100 mg

Delatestryl
(Testosterone Enanthate) 200 mg

Depo
(Testosterone Cypionate) 200 mg

Dianabol 5 mg
Dianabol (injectable) 25 mg

Durabolin-50
(Nandrolone Phenpropionate) 50 mg

Dyhydrolone (TES-20) . 20 mg
Esciline 4 mg

Equipoise 50 mg
Equipoise .. 50 mg
Ephedrine Sulphate 3/8 gram
Halotestin (Fluoxymes.terone) 10 mg
Hydergine ,sublingual) 0.5 mg
Lasix (Furosemide) 40 mg
L-Dopa 500 mg
Maxibolin T mg
Methyl Testosterone
(oral or sublingual) 10 mg

Naprosyn 250 mg
Nolvadex 10 mg

Parabolan 76 mg
Potassium (K-Lyte)
Primobolan Acetate 20 mg

Primobolan 50 mg
Primobolan (buccal tab)) 50 mg
Primobolan (3 ampule box) 0 ig
Priaobolan,0.,'Aqe
Provirn ;

Soma ICarieo
Sostenon'x,AT

---,xx ak4;
Syringes,
Tetracycline

SIZE PRICE

30 cc 015.00
100's $0,7.00

10's 06.00
100's $35.00
1 cc 09.00
100's $0(wD4-19,d,
30 cc $255.00
20 cc 02,5.00
30 cc '825.00
100's $40.00
10 cc $2.6.00

Dose Pak $25.00

2 cc p.0.00

17, cc 46.00

10 cc
100's
10 cc

2 cc
30 cc
6 cc
10 cc
50 cc
100's
100's
100's
100's
100's
100's

100's
100's
60's
2 cc
30's
3 cc
1 cc
30's
3 cc

441-*:ie

. - 4.-3/

52

1171 7

fi 1 1
Cc.

,

"10A's'
.3,00's

03.00
07.00
$28.00

$2:0.00
$35.00
$40.00
$240.00
$1,2.00
$55.00
$25.00
$0.7.00
$35.00
$32.00

$14.00
$60.00
$41.2.00

$34.00
81/.00
$28.00
06.00
$56.00
46.00
$65.00
A65.00
04.7.00
$12.00

.0)
5.00

$1.).00
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Testosterone
(Aqueous Suspension)

Testosterone Propionate
Thiomucase (cream)
Thiomucase (injectable)
Thiomucase (suppositories)
Thyroid
Triacana (cream)
Triacana (oral)
Trisoralen
Winstrol V (Stanozol)
Winstrol V (Stanozol)
Winstrcl (brand name)
Wydase

100 mg
100 mg

.2 grams

50 mg
2 mg
2 mg
1500 Units

10 cc
10 cc
tube
10 cc
10 box
100's
tube
100's
28's
10 cc
100's
100's
10 cc

Page t

S11.00
$11.00
A35.00
$60.00

' so.00
$24.00
$q5.00
05.00
MAO
$50.00
.411411411-33.00
$36.00
;16.00

Postage -- $6.00
Minimum Order -- $150.00
Cashiers check or money order, Please!
NO PERSONAL CHECKS

tit)
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210 L-/DOPA

You may have heard recently of a product currently being

used by many strength and physique athletes called Levodopa

(Larodopa, L-Dopa) This is an amino acid (available by

prescription only) which, whenitaken'orally stimulates thesbrain

to produce dopamine, which is a substance necessary for the

body's ability to secrete growth hormone. When a greatet amount

than usual of this hormone is released, tissue growth (both

muscle and tendon) is accelerated and body fat levels drop.

Using Levodopa in combination with testosterone and an na5olic

agent (such as Deca-Durabolin) can provide a gain of as -wich as

ten pounds of solid muscle in an eight to ten week period. Also,

a drop of two to three percent body fat may result. MI5, is a

product that is being used instead of the injectable gebveLh

hormone, STH, but fortunately, it is available at a fcart:un of

the cost of that product.

Recommended Dosage

Begin your ten week L-Dopa cycle taking two tablets day

(separately at mealtime), gradually increasing the dosagt ,o six

to eight tablets taken throughout the day. See package insert.

If you feel nauseous, decrease the dosage slightly until your

stomach becomes more tolerant. Two ten week cycles pea yeaz

should pr duce the desited results. However, it should noted

th,t these results may not be seen immediatley. It o.Y take

several weeKs after the first cycle until a substantial :din in

muscle mass is apparent. The same is true of STH. Lost, : body

fat happens right ;away. Most importantly, howeve ., this

tremendous gain is a permanent phenomenon.
.

Dietary Adjustments

Because of the increase in muscle growth and fat Mot '.,:ism,

high protein and calbiie intake is important. Also v fawn C

should be taken (4 to 5 grams per day), choline (2 grams : day;

and Hydezgine (4 tablet per day). Hydetqtru. is OIO A .10).10

by prescription only, but may be requested along with

The purpose for adding this to your supplements is 1' -ovidu

protection for the receptors which absorb the L-Dopa. You need

not avoid B-6 (as mentioned in the package insert) as &h:s is

only a complication. if you are being treated for Parkinsonism
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3.0 STEPt'llx,: t'ACTS%AND APPLICATIONS

Use good Judgement in introducing drugs never used beore.
Use new ,roducts alone for one week, then wait 10-14 '',ys to
ascertain that your body can tolerate them.

Lifters want an Increased stt'engtn (androgenic) response as
they go through the cycle. Physique athletes want early rength
(for size) initially, followed by retention of size, elour; with
the desired definition and vascularity, as the Anabolic etfect is
increased.

Notice the blending in and out of the different drugs on the
peaking routines. Smooth transitions through the spectrum are
important. Also, the ratio of one product to another and .the
principles behind them, are important, not the actual number of
pills or cc's, since different products are of vai717rigstr,..,9ths.
Remember, more is not necessarily better. The ratio of the fade
in/fade out of the drugs is the crucial part of a succ-,ssful
cycle.

Peakdown is used for smooth transitions back to normal
hormone levels.

These pro are relatively safe when used intelligently.
Many competit, have a blood profile test performed by a
physician betweeh cycles. This assures the athlete that it is
safe to start his next cycle. A six week time-olf period .he
minimum recommended between cycles. Many people train yea ound
on drugs. That is a personal decision. The appropriate 10. -rafts
are very important. I,'

Any steroid puts ei:cca stress on the liver. Alcohol I., elso
a liver stressing drag. It is necessary to use alcohol
moderation, if at all during a steroid cycle.

Injectable products are safer and more efficient LLon ,J1s.
However, the best pOssib:e gains are to be made by a , of
both forms of these products.

It should be understood that the cycles supplied at
of this liondout are only guidelines for you to follow.
responds a little differentl to every drug.

I 1
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3111 OALS

All steroids have identical properties. They ha both

anabolic (tissue building) and androgenic (strength) .. !lobs.

Since clinical separation of these effects has not 'wen

accomplished, a description of the practical application. or

steroids is best done by their ahabolic /androgenic ratios. The

following are listed starting with the most anaboli* Ora: then

going through the spectrum to the most andrognic.

3.1.1 Ma'iibolin The most anabolic on the market. Mai.

tissue building and toning. Very mild, little ingth
gain, no bodyweigh.t. gain. Works well for some p.

3.1.2 Anavar - Next in line, scoe strength gains (slow' on, good

muscle growth. The best oral of its type. A ger.: base.

taain 2-3 pounds of body weight only.

3.1.3 Primobolan (buccal tab) - This is the best and most

powerful of all the Primobolan tablets. It is 0 ift

tablet designed to dissolve under your tongue and

consequently more gets into your system than the regular

t0blet.5. Dosage is one tablet daily or half tablet

twice a day (morning and night). Women could d, one

tablet every othc day or half doily. (50 mq Gr ..dbr

JO tabs per bottle)

3.1.4 Primobolan S - This Primobolan Acetate In a oral

'orm. You'll seit, dosages of two or more tabs 1, for

mr.n, half thht for women. It does not cause a. 1 .:gie

reaction like the tn)ection. Dosages have to ' .qher

than the inject. 1e because the drug is no;t:ally

destroyed in the gastric tract. Dosages range fi 1.1 me or

two tablets every other day to two tablets :ier c.

tab'ets, 50 ,a('let boltle)

- The mo,i ha lanced oral. Approx,matolv

on.!,01.c. and 'dot androgenic. 'A-wit ..tre..w!',

bodyweiiiht gains.

3.1.6 Dt.monol - Fhe best oral for peaking, very androotm .
_____

moth weight gain, good for explosive strength. -ood to

peak on and excep,arkkaMIN4y,yler for bodybuilders.

'

i.:!/ '1,11vi"' ..., A '

3.1.7 Methyl Testosierdi4;:sepilimWOnieent response for 2-3

hours. Aggressiengoocr..;or.t.lheiiiile workouts. You can build

up a tolerancein,3:'wesks;iio usage should be discontinued

'-10 days befote a meet. where it may ., . 'a e. A'

3.1.8 Anadrol - Makes you yell, aggressive and
last two weeks by advanced lifters;, 2-5 per d,; pecordInq

to bodyweight.

3.1.9 Halotestin - The most androgenic oral on the m.,r:ut. rk,

no' train on this drug. Use the last 14 do,-; '-' per

.10y. Aogression,,explosiveness.

56
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3.2 INJECTABLES

3.2.1 Primobolan - The most anabolic. Good for conditionInn
phase of a lifter and cutting phase of a body'.; !der.
onq acting; use I cc a week. Gives you a hard I

look.

3 2.2 Primobolan Acetate - This is the most popular and
effective steroid to use while dieting. It al ,ws ? 'Li to
keep on more muscle while losing fat, than any they
steroid. All the Primobolans do this well,
Acetate is preferred by most, including all 04 &od
bodybuilders. Dosage is one ampule, 20 mg tivery
day. Some people get an allergic reaction 1,, 4o.
nauseous, and/or have a painful, swollen injection. ;t

neither androgenic, nor liver toxic. (Metenolone
inj. 20 mg ampule, 3 ampules per box)

3.2.3 Primobolan Depot - This is a longer acting version of the
Acetate; It lasts for about a week or longer. It is more
cost effective than the Acetate, but doesn't seem to have
as much kick. Dosage is about 200 mg per week for men,
half that for women. No side effects whatsoever for
either sei. it really is better and more effective than
the Mexican Primobolan (which is only available in the SO
mg ampule strength) even though it is chemically the same.
The Germans have much better quality control. Many us-
Acetate for cutting and Depot for gaining. (Metervlorie
depot inj. 100 mg. ampule, S ampules per box)

3.2.4 Al.trafin - Very .similar to German Depot Primobolan: t]ed
for J hard finished L. k. Take 1 cc/week.

3.2.5 Deca Durabolin - Slow acting (2-3 weeks), very
anabolic and refined, some weight gain; good 0

toned,, increases tightness. Some gain in strength.
;at

3.2.6 Equipoise - The best injectable of its class. Long
acting: use 1-3 ce/week. Tremendous for enet and
recovery.

3.2.7 Durabolin 50 -.Past Seti
anabolic 50! 'andY610/c2,

, .

3.2.8 Injectable Win
,"
VIct

mimes per we 6d;Lva

yeek),, very balanced, ot
r4Wilt0.4ani1 iltrength gains.

eqOwtiter based, 1 cc
2tf; -!tqd gains.

;
'

BEST COPY AVAILABII

CZ)
vc
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De1,0.estryl Slow acting (2-3 weeps), well b..,alao

approx.ma'.ely same overall effects as Durabolin SC.

Burnt inn. C,o0 to peakdown on after a r,?et.
flGid retention or acme as DeDo.

1

3.2.10 Paraolan This Is a very powerful non-..omati/n.:.
from Franc... IL 'how; .;o11.1 flqit,

In mlny athelet< with our th
like Ar.edrol or Testosterone. V.Dsage

' 0. recommended for women) :s 2 amou1e..

'
,.nbolone in) 76 mg ampule, 2 .mpules

3.2.11 T,...osterone Pro.p.onate - Fast actin; (4 days). ry

ddrogelic, weight and strength gain. Can be

t.p1errent Depot equal parts each

3.2.1- In,ectable Dianabol - Peaking drug only for
Qt.:c% acting, 3 cc/week. Do not take in place ,.' oral

D:anabol. !Good for qoodybuireers durinq growt' Phase.
Thy may substitute injectable for oral if destr(-

3.2.13 Testosterone The hest injectable t.,r peat 'r .

rength a717 hodywriqht gains. Very an4io,:

!.2.14 Testosterone - Almost purely androgenic. . di/

('L7 1ton. Goolt for the last 5 days before meet,
.ctly a powex.lifter's product.

1.2.15 I, 'enon - A mixture, of several androgens. (goo

very androgenic. Take 1 cc/ee.

All oil based In iactables can be mix n tie L.)
no mane 'hail 3 cc/syrinne. Spread In.t,ta')Ies our

per we-.. a. no' mix (,17 and aqucou pt'WUct!

hierozwA ,(9(o [de
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3.3 NEW INJECTA&LES

8d11,.telon,:: -- This is the original East Geimat$
government issued formula manutactured for at!iie'- , , .

It has a four component chemical structLr w ''', "a.
following nitrogen retention rating: r,,,: )

(Methyltestosterone has a NRR of 100/200):

Component 1 340/15
Component 2 400/100
Component 3 150/100
Component 4 1910/1920

1.3tal NRR 2800/2135

After ten to fourteen days athlete users have noticed
a drastic increase Ln muscle recuperation. A twu to three
hour decrease in required daily sleep.ng fizi.terns has also
been reported. Bodyweight seems to stabilize when o' d
compettion diet arA1 muscle growth is matched only by the
effects kif Somatrolin when bulking during the off-season.

An exc nat.' base for Bolasterone is Equipoise, anoil-based veteriarian steroid. Equipoise also ha: been
reported `o provide substantial strength increases.

A good .cabination according to users of both
Bolasterone inc lEquipoise is 1 cc per day and ,on per
week, respectively. Outstanding mass da'n: and .,, 'y
:uts are inevitable.

Finally,' a +bit of refreshing information ..hour
Bolasterone: it is non-toxic and does not ar,m
henc,, no water retention!

Admini,4tration: 3.!. to 7 mg pet day.
Delivery: 20 gauge syringe itramus'ular:y.
Duration: 60 day cycle recommended.
Test, rig: No specific runs, st.iedaid liver

' 1011.
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The following two anabolic steroids are included t aame

family o' the new advanced generation chemicals orlg;',..

East Germany. It is common knowledge in the sport: Wr,t'.; t'1.0

the eastern block countries (e.g. the Soviet Dolor, f -es.

Germany) have for many years developed and administered

steroids to their competing athlete;. Many Americans that

this research has given the eastern block countries on in ap-

advantage over their peers, especially 1, strength o

oriented sports.

3.3.2 Dvhvdrolone - This pro ct is oeirg hailed in the

;lilted States as a major b:P,kthrough for t*

powerlifters. Its potential strength gains sur.,s any

other anabolic steroid available in the free worh:

Through ts use a powerlifter should expect to a,

:e,si 2C pounds of bodyweight within two

comaanying this size will be some water retenti,o, -o it

1; recImmended 'hat the powerlifter use one l,viron

tablet daily, thereby minimizing this side effect.

The NRR of Dyhydrolone is 6.: highest avail, l of

any anabolic steroid designed for powelifters:

CoMponent 1..,.... .4000/500
Component 2 2200/300

Component 3 1000/1009

Component 4 500/20

Total NRR* 7700/18.:0

Administration: 20 mg per day.

De! very : 2i gauge syringe intramuscularly.

Duration: 4 -t week cycle: a minimum 4 week

off-cycle.
St,rage:
Testing:

Refrigerate 36-46 legrees Fahrent
SM'-25, Chem. Profile. every

1.3.3 aymothvzine - This product is the most out,tam.i
anabolic steroid e+.er benefited by bodybutZde:1..

th only chemical so high in NRI' that it oct,l

th. RNA/DNA predetermined muscl flhot

hyperplasia inducing agent):

%ltt1000411194040§% ,6,,4

COMPOWt444.4 ''' Q100/000
0"Paftent0i; /IWO.,
COMPOTTATI mot;. 001100,'%.
;...- :-.!
Total NRRgNA:04 :17500/1:5600

U.,nservative expec.ed results from Dymethyz
a ...q.: to three week cycle are 15 pounds of -,o:,

::ssce 94:ns. No additional fat or water reten. , wt'

a,cJmulate filyme:thyzine does not aromatizel.
Ire-tic rduction in previously existing body fa' ., :

nu'iced. It is so poteni and effective a chemical s.a
equivalent in growth hormone release to taking tea, " o.

Somatroptri daily.

lainistration: 16 mg per day.
D,, t, vet ; 22 gauge intramuscularly.
Durattun: 2-3 week cycle; minimum 2 w,ek o::- .

ia: Refrigerate 36-46 degree: Feihr.ntn
l.. 'Inc:. 5MA-25, Chem Profile every two cyc'

60
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4.0 m sCELLANEOUS PRO 03CTS

, -.1 STIMULATORS

1

4.1.1 Adre- I:n The Fez: thing. Very potnt and short
Use 1 2 to 1 cc only and only for tree deadlift.
only, aspirate syrIhge before injec.ion. Use 20 i
befc- the deadlift.

4.1.2 Sp.h: :ne Sulphate - 4ntihistimine tht has.a stime!
e:: Good for .r.:. ling or contest.

Oi

4.1.3 Thvr - Metabolic stimulant, burns ,Jocutaneous 10c :at
firs:

4.1.4 Human :horionic GOnadotropin (HCG) - For people with
weig': problems, use for the last 4-5 weeks; 1 z.

tune ,jr1r, -10,000 units, bodybuilders use same dosag :v:
curt!-: and vascularity. Continued use after .
help- oody return to normal hormone levels. Dnson. for
HCG a atdscontinuation of steroids,, in order ta f':ng
the t ,2 back to normal hormone levels, should be 1-:
ever: the: day for 2-: weeks.

4.2. ANFI-INFLAMATORY PRODUCTS
4'

4.2.1 Naore- n - The best, ior training. As with all
anti- flamatoiy prbau()s, they'only heap bones, )o:,'s,
and ndons. 1,0 is an aspirin det1vative; very ; -e:
take , 3-4 times pot day after meals.

1 .

4.2.2 Decad - For,.cute vein during heavy training on];.
:osage on plckaae exactly.

:n - Verylgod for inflamed nu es and ml
iniur . Speeds up ;he healing process Take one, -4
times .2: day after meals. Don't use tot more than tL
days.
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4.3 DIURETICS 1

4.3.1 A/dacta 'e 4- The best for making weig6 without ',trehrith

loss. Slow. acting (10 hours) and not very potent.

Potassium sparing, means less:cramping. Take 1-.! tablets

pr day.
!

I . I.
ol

4.3.2 Lasix - Very potent; weight and strength loss plu

possible cramping. Use only in emergencies. Oul.-i. act inn

(4 hours), 1-2 tablets.

1

1

I

I ' 4.4 OTHER I.

Ili/I 1I p

4.4.1 5,,ma - Musqle relaxant that works on skeletal mw,o1.
ZJ-..,od for pulled muscles, strains, and cjramps, .bec,,u5e it

allows the Imuscle to relax during s eee while they are
being repait*O.,, Also good for trouble sleep. L. 1-2
tablets at bedtimeI

1

. 1 " i ' I'

1 I
1 , j I I

4.4.2 Potassium's For making 4eIght,:i cramps:1! add calci,m and

mainenumq,alsoh I
i

I .'

!!
P:11

11 1: i
1

11'
4.4.3 Tetracycline - Best broad spectrum anti iotic fn: !rotd

related acne. .s not .protein catabbkc, so c -:-. not

effect triin140q. Take one, 2 times er day 1.,r 1 week,

then 1 at befl?iat. thereafter. These iriptructrow ,re b-:

double the ! umber' of tablets takeb;, in tto- abovethe 500 telblets, if you have thb 250 tabl.-., ch,n

ilin,,tructionsl . void taking an hour before or art 0.,Iry

products oli antacids.
I .11

I . 11

1 .

1

4.4.4 A1'
.' /

1 ,
. /

wydasI - A idrug dispersant. Injectablfipnly, it 1 miNe0

with IICG or) STH (equal parts). Urldil alon, , d",..;

nothing, but in con)unctlon with the above, it .1 ,...e the

products to be absorbed more readily. 'q
.

11 ,1 ,

4.4.5
I III /..li

I, ,_ '
II

estrogen to v miniatkze femininelf, charact- tctir-:.
Nolvadex 1 Aileiptrogen prohibitor. De -gases your oody'.;

Non-steroidal!. Take 1-4 per day. II

i

/
r

.
I

4.4.6 Provirir
productt011
50/the

tab std
'

62

d t4ittporitn'
td 441440.1°Also has

tIon.[ Take 1-2
thr,oVenzng.
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.

so

i ,

i

II . 1: I,
. .

4.4.1 Aratronin (STH) Totally unlike steroids in action and
fect. Not for peaking, it is a slow,,steady tuundation

;.1der of permanent muscle tissue. :Promotes fat loss,
..: SC le ggin +cbri-cllrfe'ritlit. Quick 4cting, 1 cc 3

..mes/weekl jAlwayd riotatel: injection)!site; Dbep I.H.
et is_ .egtially__ as important _as training; greatly

-,crease ,caliiries --iiia- vitamins for 12-14 weeks. Always
-.P.e_STH..4.'in, conjunction with steroids; synergistic.f

, wally Vs severall-weeks to gel-ttitil results. 70% of
- >ur full 'tential will be reached inthe first cycle.

I II

II* 11.4.4.8 -isorolani- Sun tan pills. Potentiate'the sun's tanning
. err. Tan twice as fast. Follow directions on ackage

for; dosage. .

4.4.9 I. vo-dopa (L -Dona) - An amino !acid whiCIIstimulatas ther _., aim to produce dopamine, a substance necessary for the, dy to 1, produce . growth hormone. 'IlUsing L-Dopa in
:noination' with Testdsterone and an artal?olic agent like

D. ca-Durab611110, lican ptovide !exciting!) permanent gains.
t 'quires al'agh calbrje, high protein ;. extra vitamin
(.. and Hydfibgilne tabl ts' (2/da0. The dergine serves to
protect t # growth. hormone irecepto and should be
r:luested with the!, L-Dopa. arpegin ur 10 week L-Dopa
cycle taking 21 tablets per day,, gradual I increasing the
d >sage to 1, 64:13 I Ita6lets takep through t the day. Not a,reroid; stiMulatei {the natural growth Awrmone present in
n th men ancPwomen. I

111.! .11 I

II. t 1.1 .

4.4.10 1i-12 and B2Com lex - The B vitamins (which so

i
:mportant D.9 injectable form.,! Good fOilenergy, recovery
nd increa n appetite: Takeil cc, 31:dimes per week.

PI Iii
.

.

,

II, ,. . . . 1. , .,4.4.H tsiclene .11This Italian Steroid was veryfi popular in the
mid seventiS11,1 ut: had 4ec,me .univaAlliable for a few
... -ars. :has, thb repatation of.(.1,!

1.11 1 fi i I?
1 I :I '.

, 6.1.
1) malZing you look very defined and vascular.

2) mak ng the specific muscle are hift you inject)
it!' ,nt 1411'0.4+10o 4' .I i.

The inject .r.40 j,,_.v plito9pucompanied
: I

with,20lieg 11141.0;po Esiclene
14-:=;'.: '....4e"--., i

- steroid zeLitial.
area. f VIVA fib

.401WW4 .2r 4 and lymph in the
ets 1: because thewill indu

...k..,48.01pn.e.lipo 4e used the last
two weekeAlteftr4.'" 011reantaffeitlargekeak areas such as
calves, bi4eps, rear delta, et q. Everyo,ne who has used

III 1 I h. .1 11

BEST COPY AVAILABLL

C3 I
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,,. ,.
this drug swraFs that it woxksl It is1gy.ater based and
shoc..d be with an insulin or Vitamin needle
( i .e. 25 or; 2 gauge,' one-half; inch) . 1 triosage can only
fix two bodjj, 'Parts at once..) Some plivy noteworthy
natinal caliber physiques use Esiclene for, contest prep.
(Forlebolone .iinj.r 4 mg ampulesi 6 ampulehiper box). ...

I .4 .12
I II

1., 1

Thionucase - L"itii ' a'll injectable which "1. !freeze dried,
(you before the injiection 1.; th the solvent
supplied). Thi mucase is a spreading agent enzyme that
was !riginally1 d veloped to diffuse the injection f tom
the injectiori ite, so drugs would takq *ffect quicker

cells. Fat i ;ally holds about 151 fits weight .inthan usual. lso allows' water to from fat

water, out exCe estrogen, such I's somer terciids turn
into,, can make, fat cells hold more. women usualy have
more water than em lin their fat. cells. ; You can use
Thienucase injr ion in three ways: .

i) you can!I 4t ix it with any inljectabl teroid, even
li I'l

oil based drugs so that they williget into your
system g/iick,ly. ..

,.,..

11

2 ) you can lfnject it with an:insulirdstedle. in tiny
amounts *Ito, fatty areas Iyiou want:t

.

reduce.
!I 1.

I,
3) you cap mix the freeze dried powdei with a sm ill

amount! of. DMSO ` the consistency of a very :hin
and ru pa te, then rub this mixture onto the
problem i arers.1 1

'1
1111

The :at injection method is slightly pa infull.
Th to.: ease and DMSO is very effective!, (DMSO is an
exc: .ant solyent). You should be using about two
amp.: . -; a day or about a week to ten days before the
conze: t . ( inj . ,,110,ampules per box) .1.

1 , . ti

1.4 . I 3 Tht.:-. :ose Cream:- This is a tube of l'hiomticase ,isso / ved
irreo:.751dTERi7:141tich is a good, safe, fairly odes less
sol... t that . has, thei effect of .dropping'jthe Thiomecase
thtou;h the skinirnd into the fat1cells. DMSO would be a
bette solventd. but that home' brew is 'inconvenient,
mess: and, well, some people don't like ithe taste of
DMSO. Apply the cream ,twice a ;Say to the problem areas
(unless your Q0 1 atiaa). A tube
shouLl .lait. 7 ',..'":14.;"" " ;',e.o`dite week.

;.,1,74.. - .. - .cv.....
16i..b,efore aYou shouldtap , , ! , A .

41,1 .. 11!:":;,: ;1contept.;:f i;'', ...) , ... X , 1' A'

.:,. Y

AitA.:!AVA votry,-, rvip

Ces
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4.4.14 uppositories,x This is thei,easiest way to
e and for.iome lvason is,.retty effective.
take two per day, one bef re bed and one in

Or about five days beforia contest. This
rig with the cream and the imection. (10 per

ThiomucasetS
take Thiomuc
mo;t people
the morning,!
is used alo
box)

.

. p

1

1

I

Lpi i

I PI

I
I ! 114

drug. It .is at. exactly a th roid and- is supposed toJ

4.4.15 Triacana - Th' s a very saf iand popular thyriod type

work mostly) acid direct,y on fat metabolism without
disturbing mu cl:e mass, body ;0.emperadure, heart rate,
etc. with EuropeanTrianana is ...ery , popular'
bodybuilders. There are many wonde stories about

gl

hardening., u ,with its usel, It card e used up to two
months befor awontest, bu' most use i}tl the last three
weeks. Dosage 10 at least fo.ir a day,Owith an average of
6-12 tabs pen'day (for men)0: It ac[ts somewhat like
Cytomel, buN. does, not hate the bad !side effects. (100
tabs per box1110 ;

ll'

4.4.16 Tricana Crealril -This should bused i ddition to the
t...)lets. It is Ipplied to the,problem reas (fat), and
will sink' thrpugh the skin;.acting 0 iectly on the fat
cells. This s a very clever product,11 may be the
colution jallung. with Thiimikase) td. .spot reduction,
especially;fOk women bodybuilders. ,

"*7
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STRZNG-P AM SIZE

Anaboll6StarOless

1 ; "°' * 'Those are synthetic derivatives of testosterone,
and are used primarily for their protein-anaoolic as
well am cat/Wild-inhibiting effects upon tissue. They
mock best when caloric and protein intake is sufficient.
By improving the nitrogen balance. they speed up and
"enhance" the muscle-building effects of weight-train-
ing exercises, but are also useful adjuncts,during
periods of extreme caloric and/or protein dietary
restriction, serving to maintain existing muscle mass.

:he desirable *anabolic* effects have not been
completely dissociated from severer undesirable -an-
drogenic" effects, which may include any of the fol-
lowings 1) elevated serum cholesterol levels 7) inhi-
bition of testicular function 3) oligcscermi: 1.) gyne-

comastia 5) changes in libido 6) gonadotroolc inhibi-
tion 7) edema cardio-vascular disease 9) hyperten-
sion 10) renal difficulties 11) 'airsutism 12) acre

13) eale pattern baldness.

In addition. the presence of an at...ma alkyl group

at the G-17 carbon of many steroids can cause other
problems. namely, 1) heoatocellular repolasms 2) pe-
liosis.hepatis 3) cholestasis 4) joancice.

.4

Generic Labels metnanzrostenclons.

Trade Labels I. Walsool (discontinued)

Now Suooliads 2.5 and 5 mg tablets, b3tt!es of 100
and 500

25 rog/al injectable, 10 cc vials

Clinical Canoes 1 mg daily

* 1981 List Pricer $0.w es 100 (5 eg generic)

Commis: Easily the most popular oral steroid; good

. oft balking and strength-building; fairly

bhiocErAli foce DrAtift liAlauts tar uguiper.

C '6
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STRENGTH ANO 522E .

't 5
Generic Labels OxIana610841

- -.2.1.71?Alt°et
Trade Label: 1.

Hog Suoolied: 2.5 mg tablets, bottles of 100

Clinical Oosezet 10 - 20 mg daily

1984 List Price: 517.00 O 100

Comments: Otis not argentite, viery safe oral; log
wedrogenicity, good for maintaining muscle
mass while dieting; fast-acting.

Generic Labels oxrathelore

Trade Labels 1. Anadrol
2. Adroyd

How Sul:30112d: SO mg tablets, bottles of 100 (Anadrol)

2.5, 5, arid 10 mg tablets, bottles of
100 (Adr;byd)

Clinical Ooeages 5 - iSigg daily (Adroyd)

1 - 5 ieg/kg bodymt. daily (Anadrol)

1984 List Prices 555.00 a 100 (Anadrol - dealer)

Comments: fir.hapa_Lb crodest of' all o s, with
hi9 set _ireeiclines cifaridcal herpari-e-dYm-
age stillvery popular for strength and

effects: very rid action, used
rt-ir peaking n --combative sports Curing/Uri o

Generic Label: stanozolo/

Trade Labels .1.4,11

,;1(t3.;111
..!rt...At4

How Suctolieds :?ejtg

BEST COPY AVAILABLE

7 7-4 9 4 0 - 87 3
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STREWTH ANO SIZE

11 125 ag/al injectable, 10 cc."vialsto. !Stroeba)

Clinical Dosage: 6 eg daily (Winstrol)

2 cc/wk (Stromba)

1984 List Price: $11.00 0 100

S30.00 0 10 cc .(Stromba -*dealer)

ComgenEs: Mildly androgenic, fairly an-,00lic oral:
used by some to retain muscle mass while
dieting;. does not are-,atize, very fast-
acting.

Generic Label: ethylestrenol

Trade Label: 1. Maxibolin
2. Orabolin
3. Ourabolin

Hau Suoplied: 2 mg tblets, tottles of WO

Clinical Dosage: 4 - B mg daily

1984 List Price: S13.00 0 100

Comments' C-17 carbon not elkylated, hence safest
oral steroid for liver; very low androg:nic-
ity, used primarily for cutting e'cess
water by bodybuilders; very fast-acting.

Generic Label: methand.iol dipropionate

Trade Label: 1. Therabolin

How Supplied' 50 eg/ml injectable, -.0 -r vials

,49A ..J V

68

aler)
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STRENGTH ANO SIZE

Comments: Popular injectable used for
4
cutting-up and

maintaining muscle mass .mhile dieting; vary
low androgenAcity, very feat-acting.

Generic label: nandrolona decanoata

Trade label: 1. Oeca-durabolin
2. NanOrolate

How Suoolied: 50 and 100 mg/ml injectable, 2 cc vials

200 mg/ml injectable, 1 cc vials

Clinical Oosaoe: 100 mg every 3 - 4 weeks

1984 list Price: S3.40 0 2 cc (100 mg/ml generic)

Comments: long-lasting, highly refined steroid; good
for strength-building as well as peaking
cycles for bodybuilding; very low andro-
genicity makes this drug popular among the
safety-minded.

e
Generic label: nandrolohq phenylpropionats

.

Trade label: 1. Ourabolin
2. Nautrostaron

How Suoolied: 25 mg/m1 injectable. 1 or S cc vials

SO mg/ml injectable, 2 cc vials

Clinical Oosaoe: 25 - 50 mg/wk

1964 list Price: S1.60 0 2 cc (50 mg/ml generic)

Comments, Anothe good injectable; long-lasting,
much the same affect as Oeca-durabolin
or Methandrio1.

1-4:40110/000''

)
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Generic Labels methenolone

STREWTH AND SIZE

Trade labels 1. Primobolan

Mom Supplied, 50 mg/ml injectable, 1 cc vials

Clinical Oosaoe: 50 mg/wk

1984 List Price: S5.00 0 1 cc (dealer)

Comments: Popular drug 'foam Germany; very fast-acting;
siatiler in action to Oeca-durabolin.

Ceneric Label: methenolone acetate

Trade Label: 1. Primobolan Acetate

How Suoplied: n/a

Clinical Dosage: n/a

1984 List Price: n/a

Comments: Number one injectable used for peaking phases
of bodybuilding; lowest androgenicity of
most steroids; obtained in Europe or Mexico.

Generic Label: dromastanolone propionate

Trade Label: 1. Orolban

Now Suoplied: 50 mg/ml injectable. 10 cc vials

Clinical Cosage: 100 mg 3 times/wk

1984 List Price: n/a

Comentss Somewhat androgenic, but superior in most
',pacts to the best testosterone injectable;

d for bulking and strength-building.

70

5
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,
STRENGTH SRO SIZt . -,::;112,1%;::tti

f
.

z 7Androoenst

The androgens an also derivatives of endogenous
testosterone, and like the anabolic steroids, also
exhibit protein-anabolic as e411 as catatolic-:nhibi-
ting effects. Unlike anabolic steroids, hovevar, the
androgens are considerably sore androgenic, having
bean synthesized psi...icily for this purpose of clini-
cal horsone-rsplacamant therapy. hilo offering par.
hags a more cost-affective moans with which to an.
hance uscla growth, androgens are less desirable
due to their extras androganicity. Associated side -
effects are similar to those a' anabolic steroids.

Generic Label: testosterone cypionate

Trade Label: 1. Oera-tastostsrone
2. Vigor's

How Suoolied: 50, 100, and 200 mg/ml injectable.
10 cc vials

Clinical Oosawst 1 - 2 cc every 2 weeks (200 mg/ml)

1984 List Price: SS.00 I 10 cc (200 egbul generic)

Comments: Popular, but very androgenic injectable;
least nasirabla of testostsrones from an-
drogenic standpoint; good for bulking and
strength-building.

Generic Label: testosterone ananthate

Trade Label: 1. Delatestryl
2. Andropository

How Supplied: 200 Wad injectable, 10 cc vials

Clinical Oosags, tcrimpthmoitioosik .

1,. .

...19C01, List Prices aa.guIll,;:a-g,0 magaarkail.;-r.e.' - .

.
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Nb.

Gene dlebels testosterone propionate

Tr:21;8%081s 1. Perandren

How Suoolied: 50 and 100 mg/ml injectable, 10 cc vials

5 mg sublingual tablets, bottles of 100

Clinical Dosage: 50 mg tmice/mk (in)ectaole;

1984 List Price: S10.00 0 10 cc (100 maim' - dealer)

Comments: Best testosterone preparation; relatively
for androgenicity; very fast-acting; good
strength and bulking drug.

Caneric Labels testosterone, aqueous

Trade Label: n/a

How Supplied: 25, 50, and 100 mg/ml injectable, 10
cc vials

1984 List Price: S3.20 0 10 cc (100 ac/ml generic)

Comments: rastest-acting testosterone; very diff:.cult
to maintain constant serum levels; extremely
potent androgen, used by Aany just prior
to contest to enhance aggression; must be
administered every 48 hours under close su-
pervision.

GenerL; Labels .ethyl- testosterone

Trade Label: 1.
2.

3.

4.

5.
A A' -.a.. ...4.1.26.3110;W:hiEt A. u4 1.4 1 .. ,

ITT:1'175"Mr."47Elrit.777 --qt.; Lt. ,

estandren
Neo-Hombreol m
Oreton Methyl
Vigor's Capsules
Android

lets,'bottle of 100 (oral/

.vc
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Clinical craw ,10:4(clie.

19b List Pricesi111: ingualgenaric)l8C0.100 eial/subl

Comments, Oral tabs are talcs as octant as sublinguals:
similar in action to -testosterone propionate,
but much more undrogenic; jaundice may result
with severs abuus.

Generic Labels fluoxymestanans

Trade Labels 1. Halotastin
2. Android f
3. Ora-tastryl
A. Vitandren

Pox Supplied: 2.5, 5. and 10 mg tablets, bottles of 100

Clinical Oosaoes 10 mg daily

1964 List Prices 556.00 0100 (10 mg tablets)

Comments: Considerably mere potent than methyl- testos-
terone; fair4 anabolic, with same and= -
genicity as most testosterones; very toxic
to liver. 4

Generic Labels boldenclne undecylenate

Trade Labels 1. Equipoise

How Supoliads 50 mg/al idiectablk, 10 cc vials

Clinical Oosagei n/a

1984 List Pries, 516.00 0 10 cc

Comments: Veterinary drug; similar in activity to
testcstarons cypionate.

...41.44411/414011111gMLOisrzAk4e.r3::-..1.). .
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50'"At+"P:1001110rtroPins are Oplypeptide hormones which
... =San elieit Secondary hormonal release within the go-

, , nada ee sexorgens of humans. Accordingly, chorionic
gonadotropin, which is produced in the placenta, can
Stimulate the testes to produce testosterone in males.
This is mainly due to the structural similarities
between choriunic gonadotropin and lUtainiring hor-

STREs1G74 AVO St2(

MOM.

- Athletes using this drug oftn take it in com-
bination with anabolic steroids and androgens in ord-r
to combat dysfunction of the gonads. However, use of
chorionic gonadotropin will shut down the natural
lutyinizing hormone output in ones body Additional
side-effects may include 1) edema 2) vascular inflmm.
motion 3) elevated levels of estradiol and progesterone
in male users.

Generic Label:

TradfLatels 1

4
4.4 How Suoolieds

chorionic gonadotropin

. A.P.L.
2. Profasi M.P.

5000, 10000, and 20000 units Cry ohori-
onic gonadctropic powder plus 10 ml ste-
rile diluent aapul .

Clinical Closeos: SOO - 1000 units 3 times/wk for 3
weeks, then 2 times /wk for 3 weeks

19rA List Price: 58.00 0 10000 units

Comments: Popularly used wren coming off :Tguirx drug
cycles in order to promote "rebound" effect
with plasma testosterone levels: will not
counteract oligospermias used ay some to
up "natural" testosterone levels withlut
concomitant use of other drugs, especially
prior to drug-tested competition.

PkiNtor.re .2.; . s
'1

4-C 61. V
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Somatotropic

. 1:/A2-1... .

fluence the rates of. Moth. Use of these substances
These hsreleflaerlatilszossigy411 Origin

by athletes often results in thickened cartilage and
bone development of Vas Joints, dm to production of
a substance called somatomedin. In addition, somata-
media is responsibIP for collagen formation in the
skin, and results in a coarsened, thickened texture
to the epidermis; The sore desirable effects of so-
matOtrOpic tormonee are increased protein- synthesis; -
as well as increased fatty acid eobililation for en-
ergy usage. However, this fatty acid release into the

bloodstream can overload the pancreas with excessive
amounts of unused glucose and 1..ndirectly cause hyper-
insulinism. Moreover, this condition an eventually
lead to a diabetagenic state.

Although somP controversy still exists as to the
true efficacy of soasatotropic hormones for ergogenic
purpcses (since it is rarely used without concomitant
steroid ergogens), this substance is gaining widespread
popularity. Short supply of this pituitary hormone
(which is taken from human, cadavers) makes it quite
expensive, and raises a unique ror-1 dilemma as to
whether the questionable.ergogenic needs of otherwise
healthy athletes should Eska precedence cver the in-
tended clinical applicatips for patients deficient
in this rare substance.-

69

" .

rGenerfc Label: somatropin,

1 Trade Late,: 1. Asellacrin.
2. Crescorean

1 How Suooliedi.2 and 10 unit vials, to 'se reconstituted
with S ml bacteriostatic water vial (Asei-

- lacrin)

a unit/vial with 2 ml NaCl ampul (Crescorman)

Clinical GOsaallt 1 unik 3 - 4.0.1u wk
--AN11101111t40, tl.,...4'...T. :

19e0 List Prica3004011.41-. t 1._... sman-: oweuer,--. '' -.- r ..1.j ''/' -,4% .!-1:.'e..'7: -,.. 9.1glir4,;;;. --

.---4,54.,..1,. , 0
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.'s..,;1" f
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ppaegn(2). Highly anabolic: gains rapid, but not per -
'esnent: prohibitive cost still makes this

.
$. .4- a questionable value when compared to other

steroids. although STH may be a safer alter-.

native (?).

Anti -Parkinsonians:

. Anti-Parkinsonlans ate drugs which are used to
combat Parkinson's disease, a disorder involing the
catecholamine neurotransmitters. TI)e anti-Parkinsonians
listed in this guidebook include ;Ile following: 1) taro-
dopE. 2) Sinemet, 3) Carbidopa-Levodopa, 4) Levodopa,
5) oarlodel.

These synthetic preparations all possess dopa-
ninergie properties, meaning that they help elevate
the body's natural supply of dopamine, an important
neuro-transmitter. The anti -Parkinsonizns also are
believed to indirectly stimulate release of the na-
tural pituitary growth hormone, and it is for this
reason that many athletes subscribe to their use.

Some of the more common side-effects associated
with thi usage -f dopaminergic stimulants include

.4 nausea and disruption of CNS activity. Oosage modifl-
cation may alleviate these problems, as may indivi-

. dual drug tolerance over a peiod of time.

Generic Label: propanoic acid monohydrate

Trade Label: 1. Sine/not
2. Carbidopa-Levodopa

Hem Supplied: taolets with 1:4 ratio of coroidopa to
levodopa (25 mg / 100 mg)

tablets with 1:10 ratio (25 mg / 250 mg
and 10 mg / 100 mg)

g$1,42010405140ifctable* (1t4) 3.times/day initially,
-...),,then'increased every other day until

I'- '
.
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1984 List Prices 620.00 11111-100iMOJI.Sinsest)

Comments: Not to be s n'ounuorrantly with Larodopa
(sue)* 86 does rest afflict SineweL due to
Presence of cesbidoper less incidence of
nuesea and salmis. with this drug, although
still high incidence of 06 (central ner-
vous system) disturbances* popularly used
with concoaitent steroid argogens.

. -

Generic Label: dihydroxyphenyl alaninm

Trade Label: 1. Larodopa
2. Levodopa (L -00Pa)

HorSuoolieds 100 mg, 250 mg, or 500 mg tablets of
100 or 500 per bottle

Clinical Dosage: 500 - 1000 mg daily up to 8000 mg
daily

1984 C.st Price: $20.00 11:100 (500 mg dealer)
. is

Comments: 86 in dmmsof ig - 25 mg daily will neutra-
lize actionagerexia, fatigue, malaise,
and CAS disturbances common with this drug;
actions similar to 5insmat.

Generic Label: bresscridti:a sesylata

Trade Label: 1. Parlodel

Hew Supplieds2.5. 5 mg tablets of 30 or 100 par bottle

Clinical Dosages S mg daily, incraased by 2.S mg *very
28 days

1984 List Prices $33.50 1 30 tablets (5 mg)

Comments: Often used srUlmegvelli! a stAltst....

sent fot.Puelif,PW MAFtuna
sane se

; "Irr,=4,:v-''
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hifeAleute are clinically employed to reduce
7001Vettplies pe yurie, and dehydration. Lypressin,
the only anti-diuretic listed in this guidebook, is
a-synthetic molypeptide hormone preparation that
also tears sisilar actions to that of arginine-8-
weeopteasin, the anti-diuretic hormone of the pos-
terior pituitary gland. Ergogenic effects include
growth-hormOne relesse.asmall asincreased coordi-
nation and concentration:11dOssirable effects mey in-
clude occasional headaches, intestinal cramoing, and
angina pectoris for susceptible individuPls.

STRENGTH AND SIZE

Generic Label: lypressin

Trade Label: 1. Oiapid

How Supplied: SO posterior pituitary units in 8 at
spray bottle

Clinical Oosaoe: 1 spray (2 units) 4 times daily In
each nostrila

1984 List Price: n/a
'.

Comments: Action lasts 3 - 6 tours.

Anti-Histamines:

Histamines are substances w:".101 art often released
by ores body in responde to certain stressor% (e.g.
allergens), and can have certain negative effects upon
body tissues in excessive amounts (e.g. rhinitus, or
runny rose, etc.). Accordingly, anti-histamines are
those drugs W.ich help to block the effects of exces-
sive histamine release and which also help to indirectly
alleviate some of the complications as well.

in particular, Periactin, is
trgogenic properties.

4

78
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Experiments have- shown thatthiiitt14111171'Itimulats
ores appetite, end may eioNNIMMIAA04011111111ftes'''
muscle growth. Unfortaphstalya,Ore of the aids-effects
of this drug include 'striae drowsinise in high
dosages. Use of this substance rowans limited.

Generic Label: cyproheptadine hydrochloride

.Trade Label: 1. Periactin -

How Supplied: A mg tablets, bottles of 100

Clinical Dosage: 4 - 20 mg daily

198A List Price: S2.40 0 100 (generic)

Contents: Very popular during 'he 1960's before
steroid use became very widespread.

Anti-meoplastics:

AV.

These drugs are used4to combat cancer, particu-
larly carcinoma of ths-brpast. They exhibit anti-estro-
genic effects due to. their ability to compete for
biroing sites in target tissue (breast), and it is
this special property which'is'of particular interest
to lifters. Owing to the body's tendency to aromatize
certain steroid and androgen preparations, testosterone
is converted to estrogen.This aromatiz:tion of testos-
terone leads to several unwanted.side-affects, ore
of which is gynecomastia, dr the development of breast-
like tissue. Also, a rapid drop in testosterone levels
following aromatization precedes a considerable loss
of strength and size.

For those athletes who wish to minimize these
side-effects, the concomitant use of an anti -neoplastic
bearing anti - estrogenic properties is usually advised
by many drug "experts". While there are no Worn

following Oft8414.

contra-
indications to use of thesm.druges_ it use may elicit

...VI, *SAO fo Te-: e C.-

Si.;4;`.
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-1-;GereriCtabeil: lairoxifen citrate

. .;

Wcw'StIpplieth 10 ag tablets, bottles of and 2E0

Clinical Oossaes 20 - 60 mg daily

'984 List Price: 566.00 60

Comments: Will not remove gynecomasT.:..:: cr!..ccmplate
- drug abstention Or-medical i-.T.er.Int.Lc-
swill help serious cases.

Generic Label: testalactone

Trade Label: 1. Teslac

How Suoolied: 50 or 25.0 mg tablets, tct..-.;

Clinical Oos.aoet 250 mg daily

1984 List Price: n/a

Comments: Similar it action to Nolvacex.

Liootrooics:

- These are drugs commonly used by r.L.- tans tc.
lower Sawa cholesterol, triglycerioe, an= ccn-
centrations. Nicotinic acid (niacin) is t:la only li-
potropic listed in this guidebook due t.s ready
availabilit) and widespread use .song

Nicotin.c acid in large enough quarl_tLes has ;...aw-
erful phitrmeaslogic effects. otherwise more cLer -
wanly steploysd as a a vitamin. Bcdybu-s tend tc
use this drug simply for its "flushing' c:Fects due
to peripheral vasodilation within the a. :..1 tissue. ;he
flushing is believed by many to enhance the tanned am-

MoiggiplialiAggaique while onstage. hezvy abuse or
411011* fiegatie _and ;tstFc-intestinal

Fr v -:Ocip-4Titatiom1 list should to
r Vlit.4.4e1 I
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monitored if prolonged.:

Generic ittel: nicotinic acid

Trade Latel: 1. Nicola:

How Suooli'd: SOO mg tablets of 100 per bottle

Clinics? Oosaoes 1 - 2 grams daily-
I

1984 l-st Prices 55.00 A 100 (gineric)

Comments: Substitute niacinimide for nicotinamide
for a less pronounced flushing effect and
less itching, or use with Beals; tolerance
to itching may develop with time.

Soreadino Aoents:

HyR2,:ronidase, the only spreading agent covered
in this guidebook, is aqpieparation of bovine testi-
cular hyaluronidase, a potpnt enzyme.' This substance
acts to hydrolyze hyalurqpic acid, a viscous polysac-
charide found in interstitial tissue. This effect
serves to permit easier and.moze rapid diffusion of
fluids in tissue, hence the "spreading" quality.

Specifically, there is a belief among certain
circles that spreading agents help Mobilize fat and
can enhance the "defining" process of pre-contest
training. This is compleUtly unfounded, and ignores
the true clinical applications of this special cate-
gory of drugs.

A more realistic assessment of spreading agent
use in athletics involves the concomitant administra-
tion of minute quantities of hyaluronidase with other
injectables to facilitate more rapid absorption. Still,
this drug continues to be used mistakenly by bodybuilders

..ergogen, Thiomucase:A4OT
as a "fat mobiliZer',. 40700+nolevitApopean ..,_

J. , It? k -7' : -r*
... .4 ..;,:-.".s;>4.-- :.-" . ..

... es if. qeYrA.2-40
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kiistLe SAW: hyaluronidase1.2.1141:j :
Notr',Trider41141 1. WYdshil

'tem SUoplied: 1300 units, vials of 10 cc

Clinical Dosaoes administered
concomitar: -tin czner

drugs to facilitate aatcrstton
units for 1000 cc or ix:::

STF.Z.:', =4.3 SIZE

1984 List Price; 55.20 C'16 cc

Comments: Used with epinephrine injecttsni to eliTt-nate "lag time";
well-tolerate:: do not ad-minister into inflamed areas.

Thyroid;

Thyroid hormones promote genera' : -- tic:easesin body metabolism, and are popular with s=-e athletesbecause of their
supposed "calorie- burr.::-' erfects,

particularly bodybuilders dieting for a sartest.
UnfOrtUnetely. use of thyroid in otherwts: nealthy
individuals will do more than burn celc:22.. Size-
effects may include 1) loss of muscle tis:,e :) car -' disc arrythmias 3) insomnia

4) tachyca:c.t E: nausea6) diarrhea 7) fever 8) elevated blood
scs...st.re 9;. tremors 10) nervousness.

Matti are hivily cumulative, sc-c:. as last.ncfor months following cessation of drug -, r-il e:.fectsof thyroid preparations usually :cm 10to 14 days.

Generic Label: thyraxire, liothyronim

Trade Label: 1. Thyroid

2. Thyroid Strong
3. Synth:aid

s'A .4. Thysplar

iptiodu.N. .

t"7,,r ?.t" I '

.

413):ine: grain cadets sr 100 cr
.;

lc: .1c:1:14047"y
, ,

T-hyrn.e.
.-71.711 .

P.
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Clinical Oosaoef -1/7 to Viesin# 4.410tari es .egn.

171-?1-lr
1984 List Price: $15.45 I 2 gfiih (Thyroid Strong - 1000)

Comments: Popular with many bodybuilders, b t loss
of strength and size due to muscle cata-
bolism is inevitable.

Food Coloring Additives:

Canthaxanthin, an FDA-eoproved red food coloring
agent, is not without certain ergogenic applicat-ons
For those seeking a tan without expnsure to the sun.

Chemically a carotenoid like beta carotene, can-
thaxanthin has been found to be generally braless
and capable of eliciting a bronze skin tone in users.
Not only is no ultra-violet radiation required, but
this pseudo-tan" also provides protection against
Uv damage.

However, canth.xantiliti use is .without haLards:
acute overdosage can cause go:etre-intestinal upset,
and chronic overdosage cafffcause a bright red to r-ange
tint in the skin that. may-take weeks to dissipate.

Generic Labels canthaxanthin

Trade Label: 1 Easy Tan
2. Orobronza

How SuoolitdC 30 mg tablets, bottles of 80 (Easy Tan)

Manufacturer's Recommended Oosapet 120 mg daily

198A List Prices S30.00 80 tablets (Easy Tan)

Comments: This substance
shellfish"
in 'Papa*

occurs naturally in

83
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' 045,..,Stistilantegj
tint: consist of the amphetamlr.es and re-
Laid Coepeunds, epinephrine (adrenalini, anc coffeirc-
containing compounds. All in some way eifecc either
the central nervous system and/or the s:rlatnetic
nervous system.

78
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"1.

Their primary actions are to sti.x___12 the ner-
vous system, and also to act as resiatrat..r..cir-
culatory, and psychomotor-stimulants, C.: =ally, mar.
of these drugs are used as treatment fiz:. varlJo

anditions as CPS depression, circulazr:
respiratory depression, narcolepsy, 0-
ogenous obesic; (as appetite suppressam:s , mintmol

brain dysfunctio:". or to treat mucosal

Side-effects froc overdosoge might : .L.ce .en;

of the following: 1) vertigo 2) nervousre;:s 2) In.:zin-

nia 4) anorexia 5) headache 6) dyskir te r, tachy-

cardia 8) angina 9) cardiac arrythmias 1C; aodominal
pains 11) sweating 12) blend pressure char'es 13) vo-
miting 14) dryness in mouth 15) false et.,,roria 16)

nausea 1?) drug-dependency.

Ergogenic use of Ch5 stimulants amc-., ,:,fetes
stems from the belief that these comccunt-4 tempo-
rarily enhance both aerobic and anaerobic :cuter. en-
fortunately, the ar-ampanying lack of :ccrination,
dizziness, and fal.a euphoria (making the :tnlete :c
hylous to pain and injury) which usual:) results from
stimulant abuse can make these drugs a :Ltst:onable
ergogenic choice for combative events. &.rt,eless,
they Thin quite popular as both ccmcet_...2 and :re_--
ing aids for many strength athletes.

Generic Label: methylphenidate

Trade Label: 1. Ritalen

How Supplied,. 5, 10, and 20 mg tablets, :r.:11cs of 100

(-

dig 100(8'mg)

0sid.'to treat hyperac:-._ty In chll-

spar mild stimulant.

84
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Generic Labels dextrOaaphlismile,So tei.;016.,
.0144^

Trade Labels 1.; Osseldrifir ..2. lentadeine :.

Hew Supplied: 5 ag tablets, bottles of 100 and 500

5, 10, and 15 ag caPeoles, battles of

Clinical 00SWIlli lowest affective dosage

1984 List Price: 556.00 500 (10 agtablete7 -- Dexedrine)

530.00 500 (10 mg tablabs -- Generic)

Comments: Commonly used as dietary-aids in clinical
contexts; high risk of dependency associated.

50

Generic Label: nikethamide

:rode Label: 1. !;raoine .
2. .ikorin

How Suoolied: 25 aqueous injectable,' 1.5 ml vials
64

Clinical Oosacte: levarsteffective dosage

1984 List Price: niii"

Com:rents: Intravenous or intramuscular administration:
potent stimulant' actions:

Generic Labeli doxepram hydrochloride

Trade Labels 1. Oopram

Nom Supplied: 20 mg/al injectable, 20 al

Clinical Dosages loses
ItilvfA

1984 List Prices-
.. -COahentss

vials

f-11, ; ; :z.e.

4 /W.,: ."-2.*
iti$1.4:4" 4
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. 1.

egad.

Generic Libels epinephrine

Trade Label: 1. Adrenalin Chloride
2. Epinepnriews
3. Sus-Phrine

Mom Sbeiilied: 1 cg/m1 in-jectable, 30 a:
Chloride)

Clinical Oosaoe: .2 - 1 mg per injectIcn

1984 List Price: $3.15 30 ml (Adrenal_: :T.:to:Lee)

Comments: Oiscoloration indicates lost,
popular in combative events fcr new,-
level efforts.

Generic Label: caffeine
411.

Trade Label: 1. No Ooz
2. Vivarin

, It Supplied; 100 mg tablets, boxes, of Oa,

Recomeended Oosaoe: One 100 mg tablet =,ro,-
imately same amount c- :.cf:elr.e
as found in one cu.; . _::mac

1984 List Prices Prices vary where sole

Caommertts: A popular over-the-counter czffn-only
used assn anti-fatigue coffelne
is the druo of choice for them_ .sAing
CRS stimulation without many %::
effects.

"6..;
,COviisi only 2 corimo..

86
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Aldactazids and taste:: allitIalld81- :j0,..a:dombinatIon
of 2 diuretic agenterpteViaillyadditiaelSiuntic and .."
antihypertensive affd4t0.:USia-ii anranthirenilic acid
derivative, and inhibits sodium-and chloriets rem
sorption by the kidneys. Seth drugs promote diuresis,
or the excretion of sodium sreisM*ar. Moreover, they
678 clinically used as treatment for edema and/or
hypertension.

Ergogsnically, diuretics Ire used just prior to
competition by both bodybuilders and combative athletes
to promote the loss of excess sorter 'anti/or bodymaight.
The sometimes high dosages employed under these cir-
cuastamces often lead to GI creeping and diarrhea Ist
users, nue to electrolyte imbalances.

C

Generic Label: spironexide

Trade Label: 1. Aldactazids

How Suoolied: bottles of 100, SOO, and 1000

Clinical Dosage: lowest effective dosage

1984 List Price: SA.A0 O i0,0 (generic).
.4

Comments: frequent overuse may cause gynecomastia;
no potassium supplementation should be
used with Aldactazids.

Generic Label: furosemide

Trade label: 1.Lasix

14301 Suoplied: 20 and AO mg tablets, bottles of 100
and 500

Clinical Oossoe: initial dose of 20 - 80 ag, then a
second doss of equal or increased
Amount no ationer. L

41i

,

-1,14Z7v,1/4,

' I

. '

1984 list Price Of
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qhs7.6nstt of diuresis f.:...
La within one hour; :-:ction of efFeci

6 ..6 hours; potassl..-

is usually required alit% use zF

Anti-Diuretics:

. -These drugs are Often used
effects upon Coordination and ccr.z: :

Gee "Strength And Size" sectizn, :;

Geriatrics:

This class of dfugs is inter.re_
of conditions found in the elderly.
only geriatric chemical listed in :-
specifically used by geriatric
ments of the noraCrznergic end ocr.z..-
systems.

While its er;cgenic use rear.:-.
gine seem capable of eaintaininc
during periods of great strew ,

better judgement and superior
result while training or donde

':r tree:Tent
--fergine, try
.: section, is
'ions for oil-

- toigic nervot.s

'ycer-
':, ener:4! !eve::

:erns trzt
C c=ntrol win

Its actions are similar tr. anct,..er
Oiapid (en anti-diuretic;, insof-zr trcorem:r. zC-

plications are concerned.

Generic Label: hydro-ergoloid

Trade Label: 1. Hydergine

'lied*, 1 frog oral/sublingual

' "-JPii. ,:;;;

ls
.1 !1.11mts d

Pir"14-".
, :

k,
4 ;00.11-100 (sublinceal - generic;

cockaces

:: ,Jr "I.,

comientWINIT
obis col
effects, Imedincte.
desirable sidle-srpiets.i
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rvIsT-AIG

Anti-Ififlammatories:

This class of drugs is used tc csmeat inflam-
mation, a condition involving histamirz release by
damaged tissues, the subsequent dilatation of tneir
blood vessels, and the localized poetic::: of blood.
Anti-inflammatories 211 act to counter t'ese precesces.
hence reducing tissue swelling and :cc...II:acing quici,ef
healing.

Side- effects are varied and often suite CamagLn;
in themselves. They include 1) pericreral ecema
potassium loss 3) increased calcium e.cfetion 4) mus-
cle weakness 5) osteoporosis 6) °rms.:, catabolism
7) constipation 8) abddminal pain 9) hezrc turn 10?
diarrhea 111 drowsiness 12) tinnitus I:. .lizainess.

Generic Label: aspirin

Trade label: 1. Bayer
2. Eufferin

How 5uoolied: 5 grain tablets of 1CC attic tvZt:;
with brand lapel)

Clinical Oosaoe: 1 - 2 tablets every 4 -:ors as reect.s

1984 list Price: 5.85 O 100 (generic:

Comments: Easily the most readily avesIzn.e isver-tne-
counted and inexpensive mcce anci-tnillr_
matory treatment; very effec:I.e enc relcc..e:.
harmless, with oastro-intsst;-al (3:1 Laset
in some individuals; market=:' seerzi
trade lacels; sometimes ete.if-11; eczteo
to circumvent GI ur et: zlwzys se
considered first before mc.: c en to =72
hazardous anti-inflammatory ::-:rzpies;
a potent analgesic.

2-,!...... ''

I. '4C1
triSOI

;,..1.., t . fj.
, r /7.44'1 % ,....; . ' .....L.-..17 ,,e. 1114''....: li, ..,. ! , .....p. rj . ,. . ,,, ..,:. .

--"I''';',./4 i. ..A.''.$.4.'"17 101.0cor /.. ,
.-%--4'

00"fq/al injectable, 2 ml
cart)

25
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20 mg tablets, bottles of 100 .Hydro-
cortisone)

Clinical Oosaoe, 100 - 500 mg every 2, 4, or 6 hours,
doPending upco severity of injury

15E4 list orice: $3.45 CI 100 (tablets)

:ono.;: tom: Aigh incidence of connective tissue damage
in chronic users of this drug; injectzole
is less harmful than tablets; should be
used as infreceJently as possible in athletes.

Gemeric .2tel: tetamethasone

Trade lace!: 1. Celestone
2. Celestone Soluspan
3. Celestone Phosphate

'cu. 5.Jool:ed: .6 mg tablets, bottles of 1C0 (Ca:es:one;

6 ms/ml iii)ectable, 5 cd vials (Sc:uscaml

Oosace: .6 mg-../.2 mg daily

1984 List Price: 56.75 t't (Soluspan)

S46.756 100 (Celestone)

cpmcents: Use injectable whereve0 possible to minixize
hazards; potassipm supplementation ci,'tdri
necessary.

Generic label: naproxen

Trade label: 1. Naprosyn

zi
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Comments: Very effective ag.?nt :Ions pc-,:c

within 2 ril.urs:

Generic Label: methylpreCntscicne

ace Label: 1. Oeoc-Meorcl

How Suoolied: 2C, 40, and SO 49,,4,
5, an:: 10 ml vials

Clinical Oosace:-Lawest ei:estive scs7,c

1984 List Price: 53.65 0 10 cc (:: wiertcl

57,25 0 5 cc (20 cg. ze

Comments. An effective Injectable, .1th several
associated risks as In ot::cr
oratories.

Generic Label: dexaxethasone

Trade Label: 1. Cecadron

Her Sucolied: 4 mg taolets, tctt".s :"2,1

4 mo/ral injectable, : zr_ sc vials

Clinical Oosace: .75 - 9 ng Gaily f..27..

.5 - 9 mg daily (1m.ecLzule:

1984 List Price: 53.25 0 5 cc

Coiments: Very similar in chemical _ acts;.:;
to Celestone.

... :-. ; ;-..., ,f i:3: .s '......" ...'. .2.'1.
`.4: .

. . - -

At/1,4'21M* f - !../ ,*1'1;7;"2';re"' ; -..": -:' ';:.3 f iiit..i .. ;iii,,r ......t....; Z .),- ,,,A & ''" -1:
. '...r 4 3 ,._' nyttutvage. -

--"P-'1,7:--r"` -,11 Lliazzolidin ':' .

.Y.' . ''''

it f.
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cuiST.A:C

How Suoclied: 100 mg capsules/tablets, bottles ci 100

Clinical C.-sape: 100 - 400 mg daily

1984 List Price. 518.40 a 100 (capsules)

54.50 4 100 (tablets - generic)

Comments: Should be taken with meals to minimize GI
upset; also used ze an analgesic.

Generic Latel: dimethyl sulfoxide

Trade Label: 1. 01460 Topical Ointment
2. Rimso-50 (veterinary grade)

How Supplied: sold by the ounce, or the gallon

Clinical Oosace: lowest effective amount

1984 List price: commercial grade 0560 produced for
less than 51.00 per gallon; sold
for upbards of 510.00 per 8 oz.

Comments: Ufe only medica grade O560 (or veterinary
orade), in order to avoid contaminants:
available only is Ormgon, Florida, Louis-
iana, and Nevada Orcagh physicians; use
dilution ratios of less than 80% in order
to avoid skin irritation; extremely effective
as an anti-inflammatory agent, but with
some risks which might include skin turns,
diarrhea, nausea, 060 breath, headache,
and rarely photophobia; use sparingly over
injured area, not to be taken internally.
(May be combined with aspirin in solution
For direct absorption through epicernz-sJ

Analgesics:
. 7.,Z

t
Ana Igaskat;

depending upop,..
int 1 wrist9 rem:.

. vary, and 'Sculpt

f'

;

;44;

J.
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FIRST-AID

3) nausea A) vomiting 5) sweating.

Generic Label: aspirin (see under Antl-:nflzmmatories.

Generic Label: acetaminophen

Trade Label: 1. Tylenol

How Supplied: 500 mg capsules (extra-strengsn:,
quantities vary per occ4oge

Clinical Oosages 2 capsules 3 - 4 t1Tes tall,

1964 List Price: 56.95 0 100

Comments:.Popultr over-the-counter .72...--..1er;
availacle under several 7.r.v-,; 12cel.; oces
not cause GI upset like dces rot
have anti-inflammatory Jeri

Generic Label: meceridine

Trade Label: 1. Demerol

How6upolied: !0 and 100 mg tactless. --t:zs ICC
and 500

Clinical Oosace: 50 - 150 mg ever, : ---rs

1584 List Price: 57.65 01 1.20 (50 mg ,

Comments: Potent narcotic analgesic. .e...2n:;

to norphine; may cause Jcver...e :e-
actions.

çr
1

,,t
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3C0 mg tablets, tattles' of 60

400 and 600 me tablets, bottles oF 120

Ociace: 400 og every 6 hours, not to eiceed
2400 mg tzial daily dosage

igea tist Price: S10.50 a (300 mg)

Co-v7pnts: Zifective within 2 hours; acts as anti-
inflanunatory agent as well; moderateli
eFfective for pair.

':efieric Lace!: oropoxyonene

Trade Late:: 1. Oarvon

vow Succll2o: 32 mg tablets, tctties of 10C

Clinical Cesace: lowest ei fective dosage

1ge4 List Price: sa.ls a loo

CDM,TentS: P3tEnt narcoticd3nai;esic; same adver:e
mactions as Curerol.

Generic izcel: dimethyt sulFoxideAsee uncer Anti-
Inflammatories)

Muscle Relaxants:

following seven: injury and/or craving due to
electrolyte depletion, many athletes actively seek
a form of "relaxation" therapy for affected muscles.
This class of drugs attains muscle rslaxation by blocking
interneuronal activit d se t

usually 4 .

dizzire: as .3Yesaitsr
Sid s-arfa

4.0"-4,--,Na,re;;A.
6711:$-.1(4:r".:!::

-

5) 'war.
.

-" ; 70k, 4-(!. -
..
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9) hiccups 12) agitltion.

Generic latch soarodo!

Trade Lace?: 1. "2,17.2

Mow Suoolied: 250 mr_: taciets, =;:_,

Clinical Cosace: cre taclets : time:

19e4 List Price: :....6.9 Z 1CC (3:7-c -. _ f:c:

connonts: Oocs not ,Jirectli ria. :

muscles.

Gereric Leal: 0i7etnyl sul'c,Ize .. _ :,:. .41-..-

Inflammatcries)

ao

31
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Wholesale Pride List to''
..,-.1e----_--i-. qo Eff-x,

1

I ....---.
.7,...___ 10 eue o 3,

rix.c...0. 1 to 4 5 to 7

ACTS al.-Corticotropa for falatto* (Orxesos) "a WM alto Sec bottle 16.00 $1, XI

N.C.C. --Mesta Chorlalc Caafotrela 40.000 10 beetle $20.00 $16.00

20 bat 3 00 28.00

cum mors soltheat *rope .r 1 bottle $30.00 2 .00

Meth. lriel Olpreeloaato
be U. 19.00 13.00

Madrolose Decesesut
Zee bottle $111.00 $13.00

(110-80241101IM)
bet 4.-- 111.00 MOO

DICA41018801111 ere-fiiled atlases Oran" te ads/A $12.00 $10.00

0409r1roto $22.00 $17.60

Moadrelose noon anat. cc' Zee be U. 10.00 8.00

Testator*** . fasts be 19.00 13.00

Testesteterallarthaut faaTISTIal.
c bottle $19.00 $11.00

Testostexesofroplato co bottle $12.50 $10.00

tc 30cc bottle $30.0C $26.00

lOce beetle $ 7.00 $ 5.60

4 100asie lOce bottle $ 9.00 $ 7.20

Wee bottle $130.00 $113.00
_pee bottle $32.00 $29.00&cec pa bottle $85.00 $78.00

cc lOce bottle $35.00 $32.00

130 Da ce lac bottle $13.00 $10.40

20.r.sliliell1sed) cc 10cc bottle $ 3.00 $ 4.00

(credo) 2sc cc Mee bottle $ 5.00 $ 4.00

ate-I-12-Torts Isjectloss each et coatasfas User 20acig.
Ira 60.8. Klaclaselle 501116 8-2 0.0S.s. 84 0.05.8.

121. bottle
Ilesaa8-12 Inaction 1:1450eebottls 6. $ 3.00

i-Caeolat loathes with maws C 10cc bottle $ 3.00 $ 4.00

00/6=8-36 I-atee-acts-illtawlellesiesemi-. - .. - $00ce bottle $10.00 . 8.00

Kraject Orissa See 22 op 1 ". 1 1J4 . crass of 10 IffrthieS $ 3.50 $ 3.00

ad 1 1/2" of 100 atlases $26.00 $2..00

kosomt Syclases 3ee 2S sap SM. (atria .Thep") 10 arias. $ 3.5 $ 3.'0

100 errata 926.00 $22.06

I-00-100 Imola !Trials 13 aria* $ 2.23. $ 1.85

Testosterone Sespeasaa Avow

'pumas (K AM')

VIRS2001-V lajeceSo (Maim)

STOW
Liar Inject los

0.0) .z;r,
/0% ° ed 11,
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, 4*-4-40.--/
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asid_____......._.__IlialzAtof3.2A00$16.00$12.150
ANADNOL-50 I gam bocsAl of 100 $75.00 $68.00
ANWAR 2 Wbcttle of 100 $30.00 $28.00
IIIIDIDID-r 0'1 A a :. of 80 $35.00 $30.00

_416.00 $12.80
2s bottle of 100 $19.00 $15.00
2.5 ligbettle of 500 $75.00 $60.00
2,5 In bottle of 100 $15.00 $12.00
5 'spittle of 500 $150.00 $120.00
Littbettle_Of 100 $30.00 $24.00

(Oublisipm1)10mtbottle of 100 $10.00 $ 8.00
2 15.00 12.00

2miLbottlrflif 100 $20.00 $16.00
Sera betels of 28 $18.00 $14.40

ted e of 100 $30.00 $24.00
f 24 5.45 5.45

7.55

NAILIOLIN
nothmigrostenolose (DUMAN')

Methylteetosterene Tabs

'ramose lel DL.
saisosALIN ran tale)
li.Doehe
impair Ms

void tour
li.11ureordne foam arTINTUtalg
SodiumINIOLLiothyronine (MOM)OID
Mutates Toilets MOTASOLIDEOmmti..inflameatorY

Carlooprodal Tablets (MO =Mile melust
IULAV
acctAISIC
KAM NASAL SPRAY

=In
cLoiaD

lit{ 1000 oblate $12.00 $ 9.60
.241 bottle of 1000 $12.00 $ 9.60
2,og bottle of 100 $ 6.00 $ 4.80
1 1/2 ar 100 tablets $ 7.75 $ 6.00
100ert betels of 100 $10.00 $ 8.00
3504tbottle of 1G0 $12.00 $ 9.60
50matbottlo of 100 $53.70 $42.96
10ft_bettlo of 60 $75.00 $65.00
Ira bottle 425.00 $21.00
'Rebottle of 100 530.00 $24.00
250em Doti'. of 50 $40.00 $36.00
50ea package of 30 $100.00 $100.00

MULTI VITAMIN
All Marlyn Products are formulated without salt. sugar. preservatives,
artificial colors or atrificial flavors. Tablets have a natural coating.

110.P0INANCZ--tocal nutritious' suppliant for athletes. 30paks,
one months supply. Zack pok contains 2 capsules of A,
fo. *ad II 2 'mitt-mineral tablas. 1 2-complex tablet.
and see Cwiesples tablet.

30 peke. 1 meth supply
IttP-701131--comprehtestur !escalation of protein. II factors and

other sutritIonal factors designed spocificalli for
individuals who have bees =posed to drugs which are
toxic to the livor.

bottle of 100
=Ana NININALS--AklAwd NiimAls are reedy for eboorption and

utilisation sep.ates, fats,
- artUi4itl,TSaQJ ilddedr,Costaina

iron. usgmeatim:teoppir, stne."Chrenium. mongsneee,
phosphorus, talcdumi petaistiaand iodine

*.f 'bottle of 100

NOTAL JP= 100.. loyal Jelly per capitols bottle of 100

3 9.50

$ 5.00

5 3.85

$ . 4 5
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MOSS LAZOBASOing
V

VITAL HICA S1220C2I--hutritionally compilers diet. Caloric distribution

proud& 14.72, fat p.32. carbohydrate 74.01.
Provides Add pals el 'Kerala la 1300 calories.
Vaaille flavored six packet is 253.1 of water.

79 Irma packets $ 5.00

OM AID 003.231
ITAJUIS

%Meseta A 50,000 IV bottle of 100 $ 2.40

Titania 3-12 1000 at/bottle of-100 $ 2.30

Vitamin 3-15 -. 50at-lettle 4 lqp '- $ 4.25

Super S-1003-Complex) bottles; 410 $ 5.40

VitsainC 1000 neLbettleef 1000 $27.50

1000 mit_bettle of 100 $ 3.25

Vitamin t 1000 IU bottle of 100 $ 7.00

Super Purple--multiple vitesin-elseral suagenent bottle of 100 $ 3.25

Potassium IV ea bottle of 100 $ 1.60

Wheat here 011 fighting' bottle of 100 $ 1.90

Zise 50 ea bottle of 100 $ 1.90

Anus -Sid Tablets--natural herbal diuretic bottle of 100 S 2.40

Asiatic Cinema Caps 230 et bottle of 50 $ 2.40

arever's Mast 7 1/2.sr bottle of 1000 $ 3.25

Dessicated Liver with 3-22 10 1/2 gr bottle of 1000 $10.34

EstYnstlt DiSestant Tab. (starci.11eekers) bottle of 100 $ 3.84

Lactate 1200 set bottle of 1000 _$18.43

Silenol litre-Street* Valets (generic Tyleeel extra-streaRtl) 500n1 100 tablets $ 1.50

Analgesic Sala merged fir $ 4.75

Titania t Cream. eateral 3000 ID 2 ounce container $ 2.30

Triple Antibiotic Ointnec: 1 ounce tube $ 1.45

Sewell Peroxide Lotion lit (OIT110) 1 ousts tube $ 1.45

eydrocortisone Cream 2.51 20 area tube $ 3.15

Trieecinolone AsetoeLde reed 0.31 13 area tube $ 2.67

Lifelong Moisturisine C.. maid* ARA factor + Vitamin E 2 emu container $ 4.50

--
DOORS d PUBLICATICOS-- - -

Life Extension, by Durk Pearson 4 Sandy Shaw $20 00

Physicians Desk Isference OM 1943 $23 95

Veterinary Pbsrascauticals and ftelosicals (Veterinary PDR) $28.50

The Persecuteti.Drug:The Story of DMSO, by Pet Mc Grady Sr $ 2 95

The Underground Steroid handbook
$ 4 00

The Jltiaats Dieting handbook $ 4.00

Underground steroid gandbook Updates
$ 1 00

(currently available ark VI* 4 a Growth Ilona-

'n1-'W FM* .....N. ....2, :

,:. .....2.4.' '' : :'...': : ; .; ',
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Chapter I
co

Basic Endocrinology
and Pituitary Malfunction

paw/iv/eon. In mein I., hdhl andanmal awn arlk
damn al 'Inman ("oils 1 kimono' (11(.111.d n ddl.diddi la lin/ bA

Ilse nabl nor sinew and undrnlawl 11n ,%orasr drift Olt 4
aun rtdnn and d (alai eleporinme nrr pally onwards tnnelnan,
PPPPP Mu! ulmad Odd rota /Thing tads runhemisdn ills OW4

&mama. Jerold elm, atilt wart the and sup aiddd,g
Taablad 'Annan

The eodscine system Is composed of a large group of ductless,
glandular tissues that secrete 'chemical messengers" directly into
the blood These messengers. called hormones, regulate and
integrzte a variety of bodily functions, and -,re largely responsible
for maintaining a constant internal homeostasis e the state of
equilibrium in the body with respect to various funcnons and to the
chemical compositions of the fluids and tissues. such as tem
peraurre, heart rate, blood pressure. blood sugar. etc) They
accomplish their tasks by signaling responses from specific organs
M111 tissues whit h are conditioned to react to minute amounts sit
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them The spry ihr ChAfAI P113111 111 the emirs litre slam! um( tidistinguishes it 1min Wirt glands to lire t that its set retools aleteleased doestly into the bloodstream, surfing only rrttaIntissues Ouch are programmed
to respond to a Sp etiltt hormoneThe testis, lot example

ate endoetine bet ause they %arte sethormones directly 11110 III( MOCK' 1n .he deg's/Med throughout thebody. producing variety of effects. but only affecting "Feeprogrammed' tissues Fven "then the intended destinatmn Is neatthe endocrine gland. the lsonnone may still travel throughoutthe entire bloodstream

In contrast. an exocrine gland will tusk specifically onloraltzed area near the gland itself Saliva. 1131 esampie rs seceeteddirectly horn the salivary glands onto its intended surface thetissues of tit.* mach Was f rorn the
sebaceous glands is released diwetly Into the PAL and tears from the Who, null glandsare secreteddirectly into the eye Exocrine

secretions are delivered to an etathelial unlace by means ofa duct, wined to the endirrineglandMuch is ductless
Several glands, though may be talkyt both endocrineand .7soacne The pancreas. for example

produces digestive tutees andde-livers them downs tube intothe intestme Itnurvet, the pancreauccells iteponsibk for committing amounts of blood sugar have anotch more difficult toh They need to infb setter cellsMother partsof the body, varying their rate of sugar use or conservation so theyproduce a hormone called insulin and secrete It into the bloodstream in an endocrine fashion
Then when they detect all excessof sugar m the hlocri.theycan visitor tome instantly signaling allgrievant tissues needed to take sugar omit of art tilanon

To further understand the hmetionn got the en octanesy stemire must first non OW aner1IIIIIIIC/Ilw
pituitary gland and Arcot,of the brain (AIM

Itlebtp0111.1hlint ss the pituitary,or humid tysis,a commonly t ailed the outlet gland bet Aire fl to IM relative(074101 ((Mil 01 the more
midis/me system Mom the 317( of aflea, the 1$11111.11$ 13 101.117+111(0n1111

the IIVIK1111ALUTIt1S111,11 botheasily it the base of the skull Me plummy glint ns dewed trim,,own lifr41.11r StY111/11S III( 4111elltu Altt1 positron lobes Ileanterior hams 111 74(1111,1%1101t11%14
se. telt.. at bast vs .1111711111hormones and et (smoothst by hormone blie releasul pal torsWhiff) are di hump thrungh

a aINI ul Irbmm I yessel butt hone:lie by
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pothalamus The poster: or lobe. or neurohypophysis, secretes moo
hotmones, both of which are synthesized in the hypothalamus and
later transported to the antrum pituary lobe. "theft they ate
stored before being secreted

Foul of the sts hormones produced by the adenottypophSsis ale
tropic (or trophid hormones. e they regulate the scum of other
glands wain the endocrine system TSH (thyrood stirnulating
hormone). for example. stimulates activity of the thyroid gland.
upon command through a complex bio-feedback network. ACTH
(adrenoconicotropic hormone) controls the secretions of coal-
costeroid hormones from the adrenal glands. such as akiostaone
which In turn regulates electrolyte rnetabolizatIon (salt balance)
FSH stimulating hormone) and Lit (lutelniting hormone)
are both gonadotropins. hormones that stimulate the testes and
ovaries (gonads) to release theft hormones, andeither spennor ova.
Another pituitary hormone, prolactin, stimulates the production cot
milk after childbinh and the production of pargestercae from the
corpus luteurn in the ovary.

The hypothalamus is a region in the forebrain in the thirdven-
tricle and is linked with the thalamus above, and the pe airy
below It contains several Important centers controlling -"y
temperature.hunger.thirst.water balanceandsexual function. it is
also directly connected with emotional activity and sleep When
the hypothatatuareoeives input Wotan pats of the body.ladud
Mg the emotional centers of the brain. it adminbtas thenecessary
actions For instance. if it detects there is a need for morecatisol.
produces a calicotropinleasing factor. this stimulates the
pituitary to release some of its ACTH. which in turn triggers the
release of oottisol from the adrenal shads Insome cases. as with
growth harnotre (OH) and prolactin. there is an inhibiting facia.
which the hypothalamus releases when it requires the pituitary
gland to release Its output

Three of the pituitary hormones play a slightly mote HOW
leant role than the rest. since their effects are moredaect than the
tropic hormones.

GH (growth hormone). for instance. promotes long bane growth
in the limbs and increases protein syntheses Although it plays Its
most important to* until about age SO, iiwoituonmanysystemsof
the body and its effects don't stop after adolescence GH encou
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sends a meisape to tie pan:tars in re'ease more ins tit sn into the
!shwas:main upon frau loog the Incas! the hormone causes milk
to he forcibly erste,' !tom the nipple

11,

Rivaled onls ttl the nervous si,Stem the endocrine sIsiem is
one of the most complex examples of nature sgcnsus and posisdes
us with a dependable regulation system Its precise depends-Tx s
on checks and balances wahm Itself raises questions AS to the
safety and the truelligenee of unneeessesils :metres ing with Stu h
a balance

Pituitary Malfunction
Prectse endocstne function is IITIpttaIna 1.1 the desrlissinient

and maintenance of a normal" human state The Inunan otgan
ism I; almost totally dependent on exact amounts of horronnes
to stimulate a:x1 srthibet specific (unctions A malfuris finis tit ihs
hormonal network may result sn any number of grotesque linen
life threatening impairments

In sonic human beings the oilman gland 11111111011S abloom
ally The results of such malfurut tons are often hags: ( olvIttions
of estreme stature, such as giantism and dwarfism are uslra'15 thr
result of the over or under pioduchun of growth hommnetr.1.1 In
the pstu nary The treatment of such conditions .ne °In is est ernels
difficult, because of the relative inaccessibility of the inttsthin
and the scarce supply Of human growth botmonefHGII) (tidy with
in the last decade has science developed techniques to Avail
some degree of sisccess in inhIluting its evactsve Annuli hormone
production This IS usually done using any of slows al
radiation or chemical techniques UCKleffil0c1Us 110/, 01 nAIMA1
UGH by the pituitary can also be controlled. but a 11:10 Al shim
age of HGH limits the number of patients who may mime Item
meet This shortage brings important point to 410 hods
builders who purchase this substance are eshausiing a finite sop
ply of a substance which could ultimate's mean the difference
between a newsiness( abnormal life Every time a llodstn..ldry uses
I1G1 I as a shortcut to a greater physique. he is potentially drily
mg this precious substance to growth laxmone dein Jew r hastiest
This is not out Opinion, is that It not the ;impose of ibis main
thts is fart We feel that any laxIsInnklin who sot:side's use ol ibis
hormone, should be /WPC. fuss Ite Arnt,Ag AlstAlbri
person a chance to live a normal life
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Though dwarfism has appeared throughout history. not untd
rei end, was it pasta* to distinguish pituitary dwarfs from other
tt ties Pituitary dwarfism. unlike other types of Hie condition. is
usually not ccomparued by any other defamations la almost
every way. excluding his stature. the Niamey dwarf is a normally.
formed human being This was the case ends a pituitary dwarf named
frank !loon When Frank was ban. he appeared to he a normal
infant But it soon became clear that his rate of growth was far he
hind schedule. By the time he reached 17. he was only 4' 3". the
height e' an average etilt year old

hr. igsg he Was directed to pioneer endocrinologist. Dr M S
Raben. oho was repotting phenomenal results in treating pituitary
dwarfish, with HGH After five years of treatment. an exciting
metamorolvons had occurred Frank hao !..en transformedfrom a
prtudary dwarf Into a normalsized Twos man Fortunately. the
epiphyslal ends of pituitary dwarfs bones do not fuse
hoilerung of the bones that accompanies sexual maturity and In
Mats further linear growth) at a normal age. so it was possible for
rank to vv.. at an age when mos adolescents have slopped To

Accomplish this miraculous "charge of life". Dr Raben admino.
tered three mgs of FICK shier liras a week for fiveyears During
this tune. over IS1/2" were recorded Aside from a slightly stunted
sexual maturity (which was accelerated and corrected with tel
iiiitemne propionate). Frank had developed functionally and
muponionally tut, a normal man There were no noticeable side
effects am:lamed to the SIGH therapy

Extracting of UGH
there are probably about 10 000 pituitary dwarfs in the US

crate many isho could tread% benefit from 11611 therapy But the
MTh ol ltd is extremely Itin Sim e si ran only he obtained runs
human pihinarx IlatVlSirn.e.r.1 at death lliemencalh an ample
upplt of 11111 undJ milt he ntitainrit it the plummy RIAMs ofIrrisrlt all whirl 11,1 aunu..lh Kerr tmutter led Ibis
0 .16.111 mine than Ili An stn ritietalle% Mug h are1,serilli bring r ant lei llllll ail%

7

The method in which the substance is extracted is called the
"glacial acetic aced extiaction method" Approximately four togs
of 11611 are extracted from each gland Research has looked into
the possibility of utilizing animal glands as a source of growth hor.
mane. but due to what is called species specificity. the substark
do not have the same effect Recently. Rhesus monkey hafnium
has been considered as an alternative but since its use is act sim-
onised by sanely of skeletal abnormalities. it cannot be used
safely

The needs of chddren who ate affikted with pituitary dwarfism
vary- hut or. the average, a five year program of UGH treatment
may require up to 3000 ins . mount that calls for the processing
of over 750 pituitary glands.

Giantism and Acromegaly

()tantrum thecoul.terpart to pituitary dwarfism, may Leder fall
as excessive growth in height. greatly exceeding the average tin
that person's race Earlier authors concluded that glarlSiSMNal due
to hyperatultatism (excessive production of anterior pituitary
hormones) during the period of growth before the epiphysisl ends
had fused, and that the same situation caused aeroegaly in
adults patients with giantISM often have manifestations of eau
metal, also. I; the excessive growth stimulus (HGM) were COn
tinned beyond the period of epiphysial closure 0( casional pa-
tients develop both actomegaly and giantism before epiphysial
cloture probably mortal° the stimulationof bahiorqiitudinal and
arpositional bone growth Because raft in t he With of hones is
possible. giants. unlike actornegalks, may retain normal proper!
lions The unteased growth is gradual and may begin at Infancy.
proceeding at a fairly constant rate and not stopping until the onset
:A sexual matutity. when the epiphysial ends fuse Final height is
ritually between 7 and B feet (although stealer heights have been
reponed ws in the r Ate of Rohm wallow. the "Alton GIAnt-. oho
was Ineasivrell at a Ixtg6t of frij whit he died at age 22) Treat
men! fir giantism is similar in that of MADMegaly Roth r °Motions

the atogse.li fmninal id the pituitary n ear tin



0A,I1A1,01, id radium line mil.itais slits) 11w r piluimo Costa Unto,
'tumult though most i Aces of giAntisin usualli present themeli,,, Aftet It it too Lee (us iteminerd to rotund 111C1T height

At romeealt w at Ihe fit Si 1111U1141Vib11,11UfnelObeillOgnard
11

HAtIleStIlbeflAnd moil In Pirtle M.111e11111386 Soo:sew, it was
tvnerallt recognued that the summit overgrowth was usuallt
ASSOt Lord .nli a pitiwary adenoma and that the c ondmon was dig'
1.1111e Os tfillUt111(11041 of Gil by pituitary moot tells

As romegabe manifestations are the result of the effects of
hi perterret ion of Gil by the paultari gland and from pressure ny
an et pouting inflator, neighbortng wes The condition generally
develops gradually and the pawn* usually dens riot seek mmlical
question until t he condium. is well marked the followtogpsesentsmu une of numerous manifestations which may accompanyM rornegalt

1 enlargement of the skeleuni and sisal,'
2 obviOns enlargement of bands and feet
3 enlargement of nose anti lips
4 coarsening of facial (ratites
S thickening of skin, with developing corrugated furrows6 enlargement of sebaceous glands, hair follicles and

sweat glands
7 eclatitement of tongue and nasal IMAMS
0 Osteoporosis litemineralttatmo of bones causing them

to become^ brittle and to break easily
9 AtIhntis

10 loss of menstrual cycle in women, loss of libido and
impotency in men

II Diabetes
12 heat Intolerance excessive perspiration
13 headaches

Acrornegaly Is an extremely ravaging and Insidious affliction
Without warms. it can take a !mural man or woman and cause
total cosmetic disftgurement.alw.4 voththeaforementioned list of
potentially more serious nmnifest atom As with tanlitnt surgery
or radiation therapy are the primary means of onbilift Ins eicesswe
G11 production and in tUt1111.111eng the Al flittutu In coder to prevent
disfigurement, bowie treatment must hr performed INIOIC
irreversible ugliness tupervenet

(*twitter I N4dC,

1 fah
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Chapter II

Growth and Growth Hormone

Growth
A human being starts life as a single cell, that through almost

Infinite cell division. becomes an orgarusm whose body is made up
of m !lions of cells From this single cell developsan almost endless
variety of specified tissue. muscle, bone, organ and blood, to name
a few.

This process. which may be referred to as growth. Involves three
criteria

1 protein synthesis and accumulation.
2 lengthening of long bones.
3 increased cell division

in man. two rapid periods of grow h occur. one during the fits'
two years of lite. and the other dun ng adolescence (see fig 2.11 iris
interesting to note. however. that total and linear somatic growth is
not indleatne of glee rth rate of specific organs (see fig 2 11 Al lite
cent. very little is known about the relative individual organ growthrates

CO
CO
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Aother important implication of differential growth rates is
that the so called periods of dove opment vary from organ to organ
Thus. a period of sickness or malnutrition during infancy (during
the ITIZIOI period of hrain growth See fig 2. it. may (ante
tneversible brain damage. whereas the reproductive organs may lie
unaffected

Growth capacity Is ge ne ticall y predetermined howev er. t here is
no guarantee that maximum growth %ill be attained AII41n111[I111.1f
mum capacity Is primarily Contingent on

t an adequate supply of vitamins minerals and the essen
hal amino acids

2 freedom from disease and sic kness
3 an adequate supply of fain at ids and calorie,.

A variety of siudies base revealed that the growth itthiltshog
effects of malnutrition are most profound w hem he y 01( or 1..1111 III
life Malnutrition during infancy may cause the irreversible stunt
mg of somat le growth. since the first two yearsof an infants life are
the most crucial somatic growth pcnod There is also a sttottg
possihility that pre-natal malnutritiun may have a profound dim t
on somatic growth. but at present. therefs not sufficient rewart II to
substantiate this

Sickness can stunt growth. probably because cortNil and suer
related factors enhance protein catabolism lithe illness is tempo.
rary. the child may manifest an extreme "growth spurt' upon
recovery. and while the mechanisms which are responsible for this
phenomenon are presently unknown. the process clearly demon
mates the precision of a genet. -allyrimermined sequence

The Effect of GH on Growth
Removal of the pituitary gland In young animals slops the linear

growth process Conversely. the ad mmistrat ion of !Mr ArnOltras of
Gil to young animals causes abtromully excessive growth When
excess Gil is given to adult animals whose ep.pliystal ends hale
fused. not allowing further linear growth. It causes the disfiguring
hone thickening and overgrowth of other organs (4a0111e84h
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the f pitimoin t 15 01 4;11 oicowm, nutalniitsrnate
putnarily due to its alnhry to stimulate imMn %$1111104.15 It lines
4141i hl increasing metnbrane itanspon cal amino a, ails into cells
and also by stimulating the synthesis of RNA, two events essential
for protean syrithesas GII also promotes large increases of 111114011C
at I1V11$ and cell division the tenoning primary components of
growth

7 he diet mon bone ate extensive Bone is a living tissue w. tch
consists of a protein mann upon which calcium salts are
deposited Ilic cells which ate responsible for laying down Ibis pro
tem nano Ale (ailed OSIMIbldi4S Growth of long bone depends on
di lively prolderaring layers of c artilage at the ends of the hone 1 be
inteoblasts at the edge of the cartilage I orivint the artilaginous
tissue into bone while oew cartilage Is lit u g formed simultaneous.
ly Gli sichices this lengthening by promoting motein synthesis in
both the caudal/moos center and bony edge of the epiphystal
plates as well is by increasing the rale of ()contd.'s! mitosis These
effects on hone growth are not directly stimulated by GII, but by a
substance called somatomedin w III I c mists to be released by
the fiver and probably kidneys

Growth Hormone
Structurally, human growth hormone as a saner chain peptide

onraining 190 ammo acids. its mole( ular weight as 21.5C0 Within
the substance of the gland and in the plasma. batman growth
hormone (Ill If) o heterogeneous Orthodox 11611 lthe 21,500 pep
h.le). has in t ummon with placcatal la logen and ma'am several
intervals of Medical amino at td sequeoce Human growth his
none is proloced by the pituitary in amounts not exceedang 500
amcrogtains per stay

the conspicuous ai 11011 of II()11 is analtnlit It e lit Minting tit
the coon no 1150 ph.1%e ui Iliff.110110.111%lieledt foodstuffs are I nit
tened min hung Muni !issue protein is stored nt Amount,
greatly cu r. ding 11.e. (Iiiamille% dim 1 Ali IA. W4111111(41 for by the
.1111014111 4.1 10.4% 10,10. 101111011 Ifni 10 l% 111.1i% that is 11110.0keit 1.

1 1101 di, 411111111MA In fat di pinion In fait 11011 has
Berm shown lit 0 1 el,tatt Lit mitt ;Nth/ .tintit At ten:n.1114 s for et,
mule air n$ 1.114 Is tAnili

07

is

The serum coocentiatum 01 Il(.11 has bent slums, to
extremely flexible to a variety of siamulus 1101 is 51ontanciMii1 14
leJsed in innoodu 'knits dotecten In 411,4 ens .n nets (Ms 55%14111
Deep sleep fasting and intense era lose logger a &slim 1 roc in
serum values (though in noise °Itese andostlitals these tripunses
are sluntea) Disease and sickness alsn stimulaZe the !ideas,. of
}IGO. as do various types of stress and traismi The trifusiun of
vaitousatnmoactdslie t dapa aiguyine osmthitscl has shoss11(0
lie particularly efr. owe tit stimulating the release of moral'
hormones Glucapoo AC111 (Amour onscollopic hormone) and
calecholamines MOO A similar rest rinse Mho see ( balm
Clossih !hormone Releasoot eldormomazatie and sumatistatin
base an inhibiting effect co growth Immune tele AS,
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Chapter II Notes

1

Chapter

Drug Evaluations of GH
Before GH therapy is Implemented. A criteria for ticatment muu

first be established Patients must first show signifii ant short
statute and /or a retarded growth rate Patients with congenital Gil
deficiency should be below the third percentile for height and
rowing at a rate of 50 ern a %ear

Evidence of pituitary malfunction resulting in a soinatottopin
(CH) deficiency. Is usually demonstrated by at least two of the fol
lowing stimulation tests

a Insulin hypoglycemia test
b intravenous arginine tests
c oral levodopa tests.

Although antibodies may develop which neutralize the theta.
Peutic affect Of CH. therapy Is effective in more than 95% of die
cases treated,

Anabolic steroids are occasionally administered with in an
effort to conserve the dwindling supply of Gil Resent restart Ii
has puked somatic growth (specifically linear) stimulation to die
concomitant implementation of these two substances. although,
ample rearcli has not been done to confirm this Questiuning

O
t.7
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the superior I` if el to MCC:V(4; amitotic
sit 10111 growth 111011011C

COMIIIIIAliosis a p.our Oar snub( (Rotel ilibmin el al, 191101mill/eaGil themiw alone tising weekly
min boos of 2 S I U . the growth

frip011Se was at least as great AS the WSIIIIS
ACI1111/1"111111111111C algabolo: steroid growth hormone combination

Gil therapy n usually not ellerttve III patients whose hope
age VICKI'''. 16 years. whose epiphysial ends have lirseil. or whose
proctor non of somatamedin is not aft ied by G'i administration
Ism Chap t HI It showlil lw noted

however that there are en ep
Lions to this ode, and that succ esst (,Ittherapy has been made in
pollens whose bone age well exceeded 16 years. hot INS is Me

Precautions

Growth hormone IS dIAINK/r1111 pc it causes diabetes) itshould be used with extreme caution in patients with diabetes
mellitus or with a family history of diabetes mellitus It will aug
tent an existing diabetic condition and It may bring about do
betes in individuals whose familyhistory demonstrates diabetes
Keep in mind that this is a precaution when treating a pituitary
deficiert child, as the risk certainlyoutweighs the alternative. hit
as for a diabetic bodybuilder whose Gil

levels are normal this is
not a precaution, but rather a direct warning not to use this suli
stance In this case. the risk absolutely outweoghs the benefit

I lypothyroldism may also develop as a result of Gil implemen
nation Patients should have periodic thyroid tests administered
and be treated with thyroid hormone when indicated

Subcutaneous administration of GI I may lead to a rendition
called lipodysoophy. whereas a disturbance in fat metabolism
occurs. causing the sillicutancous fat at thesite of injection to dis
appear (the Cat in surrounding areas imams

unaffected) Gil must
be administered intramuscularly and the site of injection should
be rotated

Pone age %tumid lie inominred annually, Niel 1411 in patients
who are pnlxtal andnir AI, rn I Iviux

10111011111AM 111%10111 11111
AM Under these i Dodo ions epiplwsral intimation

may be dr «4
crated Gil therapy will Indio r little111 110 AUK Ion linear growth
alter maturation has Ix t omit

1CJ
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Side Eliects
Growth hormone. as discussed eathei in thus chapter. may cause

the formation of antibodies which render the GH neutral Although
occurrence of this "neutralization" is rare. S % of all patients fail to
respond to treatment.

tt Is also noteworthy to mention that hepatitis and AIDS may be
contracted through use of growth hormOne BeCaUSe GH Is extracted
from the pituitaries of cadavers, there exists a possibility for this to
occur If the donor of the pltu Italy had AIDS. but was unaware of its
presence before he died. this could be passed on through the its
Although there are no reported cases of this as of yet. the prevalent
epidemic polo diality of AIDS may soon change that

Excessive levels of GH will cause a distinct. rapid thickeningof
the skin. which is usually eversible upon discontinuance of the
drug Excessive levels of GH can cause a lowering in the voice pitch
(due to larynx enlargement). the irreversible enlargement of joint
diameter, as well as a variety of other skeletal abnormalities It Is
extremely important that initial therapy does nok exceed the reCOM.
mended therapeutic dosage Then upon assessment of i patient's
progress. dosage adjustments may be made.

Recently a growing number of disturbing cases of GH abuse
have brought about a variety of side effects. Keep In mind that
almost all research intothe effects of GH therapy has beensPedflo
ally dose utilizing the replacement (ACM in deficient Individuals

Research has not warianted the use of GH in Individuals who
already possess normal levels A hodybutder In Philadelphia
noticed a distinct thickening of the skin and coarsening of his
facial features which he attributed to use of the drug (Ile received
21U. of Asellacrin. three times a week, for six weeks intramus-
cularly This dosage. incidentally. did not exceed the recommended
therapeutic dosage ) Upon discontinuing "treatment his skin
thinned. but he still claimed look different". though he could
not specify how dpon viewing a photograph of an si romegalic,
he Immediately paralleled his' look' as a mild form of actumegaly
(see Chapter I) Although the authors of this book dirt not make
the same association. he "swears that there was a change in his
facial features. taking on slight acroinegalic form Even though



21)

I II 1 e has euel see dot muerte...I
10.111% I ASCSIIIIIII1g 1111111.C11.11

v1/11,11: '11 It s0unld lie 11111111011C1111141 the
authors of this hook hat rentente Ao ,C1C1.111.01411S 101/ L11111111.1th,

deteloPPilleoknlett(hatlare s to den fat rat Ina
w11111.1111 IC.111111.5 It is definitely not outor die twalw vt pesssilnlIts In C

slit h (11111gei 1111C to GUadmemstieltion Mt, I all at tegpgaly Is kite( ally nothing molethan Mr lit 1.1.114 tenoned (A110,111
eeselestelnal %%Mu. lineargmwthis I (mildew Dols build, is should

It aware that the use of Gil at apity super cultain re is nett and adecilime reseaic's has not yet beenmade' to .0141400.0c the sal e4 or implemenin,g the
substance tonormal mole Phials II nal et nano% s Joon in is a personaldecision

I. ised 111,1 twitch; hi risk 1.11111 1111I III 1111110W ICU all 11 IS done all.11,,1, js. ,1111.111 of sill II a 1.1111.11 t o11 lie impossible
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Therapeutic Dosage and Administration
GH administration as discussed earlier. Inuit INI 111111.1

muscular) only Indit idol dosages may wry but therapy tistialls
begins at 2 I U . 3 tunes per week (40 hours must pass hi us, pit in
)ections) It may be necessary to Im tease Ilie dosage in 00,1111".
pituitary Children parliCeilarly of vatlal nuToration is delat II
After long periods of tieatment (2 or more sears) growth tale nut
decline Withdrawal for 2.3 months may repitinate the gruurit
response upon resumption of treatment

If, during continuous iheraps the rate of giuulli slims lu bits 1
inch (Soong any sot month mien al the dose is usually Mudded tut
the next sit months upon reaching satisrat tort' adult height out it
the emphssiel ends hose fused ut ulten titAmu-to is nu lung.
effective. GI( administration is discontinued f her cod tui one sr tri
of treatine nt muses (tom S4 Sip 00 to S9 000 OP elepeenl it ig or, II.
regimen The hit cost of 611 is mill( alive u its it Wise Si e
nets Growth hormone is available as follows

ArellacrIn {Secants
Labovalevres)

Powder for Irdeclion 2 1U on
vol. In 2 ml seals nun Advent
101U pee via)' In 10 ml vials
with diluent

520000 per veal

with 20 ma monitor
with 40 14 elssmioI
As of August MI

Crescoonan* tritmo.111
I .1.alotio

Powder for InSection 4 111
seal alth 2 int delurlie

'StrInnte ire *1.1
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Chapter IV

GH in Bodybuilding
If bodybuilders were as muscular as they are misinfutmed a

twenty-nine lot h arm would probably be consklered Mall Tills
beet me evident during a series of extensive Interviews we con
ducted with b idybuilders of all Inds. during early 1983 Most
bodybuilders v hen refening todnigs. (and training. for that matter)
are suf feting In m the same condition- ignorance 'the interesting
thing we dim otr ltd was that beslylluilders were not only mom
formed hut this wit.. for the must pan misintormed with the
unie intininatron or someone dust owls die method used to ors
tubule dux inisinfomintion . aunt applies!' to (Wet I 111101111.111011
vs( II Im ill gte.II chapel Rut of all ilke myths we elk outlier's'

I-40
CA
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'Immix') gm' mien%ens none tseie mote
tulle Won% And dangerousits so Ilse sows nlit5 II manifested

busman gintsth liminnne in hush1m1151mg

It %tom bosh Noble's Wiese tIGII is some stab of AMI1 Atli, ding ssAlr
n0 vile Hints a "WWI all panaceamuch is . ompletstt.

oft Ibis is simply not true Knoutsill.. Met i' range (ism a tesnitomy
thickening of the skinso the permanent

tnergremili of the skull and hints (alsose 1, !hinter 111) And
het Anse of the relative

newness ofTe drug its this
J111111(A11011 ample

research has not beendon e to determine the
extent of the side effects

associatedv ills tins substance
Bodybuilders who use SIGH. risksuffering from any one of the known side effects 's wellas an unknown.

potentially more dangerousone21 Another popular miss miscount is that liGil
stimulatesthe must les 10 grow without *ems isx This myth probaiticstems from the fact that

Mal does ,'duce an commit,slight amount of muscle
tone without exercise. in inwhose musculature is atrophied However. in indi-viduals wt ose muscles

are t4^ -eloped to any degree, thedreg will not be
effective without heavy resistancetraining

3) The misconceptionthat HMI is an affordatele a (Id readilyA vxlabesuhstance is probably oiled tire moo ironic Thfart is. UGH is incritically low supply. as its only source!'the pituitary glands of freshly dead cadavers The substance Is Its such short
supply. th.: many

grotnivdef)cientchildren are not
receiving adequate treatment The exliactinn of DWI is

time consuming and expensiveas counting for the
astronoinical prices which the sub-mance commands
Bodybuilders who 1.4" to feCeivetreatment can plan on

spending anywhere from S3S0 ODto 5600 00a week An
eight-week treatment could cost upso S 5.600 00. not counting

doctor's fees or chntcal tests,The drug also must
be pun based with a prescriptionThere is some it it on the black market but this is deinitch tint retominendsst

We hate seen so. eral
milatancesMigh .%ete being sob! as IBA! Om Is they view not One&atm 5s.1% %ening a 1111101 WI

ftff$10411,01o,o,,,ssevi lie

claimed st ssas safe andel!, i the ham
of the substance wal cAust Km, gltsligt 0.00

nos
the

skull and Ivories it is towllt this,di 0004 14,0
deaNts sell what thus on seit su1'nmtn 04 4.11

Upon examination or 1.1(111111eml ilwir pie tinsel% sollintio
as normal saline solutims II is loath um less in hat t ,not
ed te touteen drakes tit Spat. isith 114 Mit
setting die

r
real thing i. mitt 5 minion sow, to I sit

chide that him is market deafens stem rani get the stilt
StAnce Some doctors rani es en get it lot Ittltlitttl, who
critically nerd it' II .1 black imolai steals does have it
then where does hr get it) Hoes he P%Ilitt 141 (f(1111«ifIlseS
Isimse1P Plohaldt not Chasm es ate the in quint ol eat
being sold illegal)' is not the teat ihtng A14110as 011111 is
Mine enough to purchase GIl on the Mack snai% is lit
erall laying Ms life on the hoe II you leel you must use
gruoth hormone. get it front a Omsk tan As bar NI' .111.
1'011(5101ell. this it the only was, to do it

HGH and Euscle Growth

Alf//10/15',VOli Mit sr( ,J the sisa. Vie peettomit fil oh if Ids Ills
I 1' 141,04 he hollY ',soled donne take Ia., h al, ikon.11, rim! look
bmhinswito how find pm Ifilf f It stir !ICI awl abr. 11,4111bl WIns 5110

IlfossIngIssi slow& r ((replan GI& WNW Hairm,,, tilsotol .5ole
flint, boo ewe', made.* lash 4 Irtemb nth, /las althinfron 4 ow dig
has n..f ref Ithdaliltaleri Ihrw I.Ixlll, MIN Ills IIIh5llull, IVY! "IMO,
11.1046 hike We 11/ 111115511111 br hlhu, On .(1(1111fil PSI f4dd WOW
renews!. in ulna. 4.101,1111/ ,lxxdd ens Is WI 'mom"),
with Ihn mitslatu, int wr..J fin dill Jamb! In doh, toth mob . the 4,8,1
mprrtomil a SIMI, I 1411 Ianuuml

I
A 32 yearold male bodybuilder reported "esceptional muscle

gains wills a loss of bodyfat and no noticeable side effects" duns*
an eight.week period which he used 4 U of Asellat (Serail())
thief times a week tan nonconsecutive days, ite said that he tor
f rned the liGil over anabolic steroids bet Anse lie dm riot gyne



comasha (development of the male ',least),
with the steroids tundid not with the UGH He also stated that he felt the cost of the(about 53.20000 inthis case) outweighed

the gains He used("intern and vitatnitVrmixsal
supplements during theeight weeksand trained using a split routine. haining

every body part threetitres a week with
light-moderate weights He sad that if he linthelottery, he would consider

uilltg the substance again"A 24.yearnid female
brnlyInsilder claimed "a sufficient dinprosement in her physique"

as a result of her using the drug Shereported an extra hail
Inchon each aim. with each other bodypartresponding proportionately She also reported

her bench pressgoing from 75 to 135 during
the two months she used the drugWhen asked about side

effects, she said that her skin had become thick and course, and that the pitch of her voice was lowerthan before she used the thug She said she did tint mind these sideeffects and would
continue using the dttig, as long as site couldafford it She was

using 21 U three times
a week She trained threetimes a week, hitting

all bodyparts .ach timeA California physician
repotted 'great results- Its river fifty iiidividuals to whom lie was entscribig thedrug 1 ie claimed that thedrug had not Induced

any noticeable side effects In the individualshe was "treating' Ile said he usually
prescribed 6 to 121 U perweek. depending on an Individual

evaluation of the client Ilereported "vastly
greater gains using the

Crescorman (Pharmacia)brand of the drug.
over the other brand,

'x1140111' (Seranor, forreasons he could not determine lie viewed NG)! as a logical andsafe alternative to anabolic
steroids but stated that he dui nut feelthat anabolic steroids

were 'MP unsafe If
used ;imperil,' Whenasked about the shortage of Hill 1 and how it might affect

the fil11111.ohudivlduals who are mom!'
deficient and need the subst am. cliesaid he -behests{

there was no Miler a sholtage"
A 22 year old male

bodybitikler used A 1 tt of rrestormanthree times a week ael
reported' decentgains lie said. "althoughhe felt that he had

grown while using the drug the t nut nut( Is outwetahed thegains" Reused the subsialite lin in weeks but did nuttuna e any gains until the fourth week when lie stout edmmnietang the drug at ntglii
lathier 111411

1%1.111111g Hr i 10,111 111.11IIWilliliIW athiltnisti rid thr atm.! wale ttxtl.drtu I,awl than the di lig K vutualls tau less it adiumistenst
n11he intuiting
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He used a high mtensity workout style which he attributed to the
degree of his gains He said he did not 'notice any side effects.
except a particularly empty feeling in his wallet"

A 39 year old weight trainer experienced-good musck develop-
ment and great fat reduction**. which he attributed to the drug tie
said he noticed no side effects and would continue

4 I U of
using the drug

until he attained "maximum development" He ustsi
Mean n' three Woes a week for the first month and 6 1 U for the
next two months He claimed the drugmade nth stronger and
younger. and he was now able to work out harder

ade
and longer

ther
than

he had ever done before. and he highly recommends that o
lees try it

Obtaining HGH
For those individuals who feel they have to use UGH. and will

do so. no matter what the facts may be there Monty oneway that
such use can even be considered. A competent physician Is the
only source where an individual can logically coeklder obtaining
11614.1lowever. before your doctor can glee you a Presaiption that
may be intended for nonFDA (Food and Mug Administration)
approved use, be or she must incertaln that research warrants it.
You can help your physician and yourself by becoming int Water
familiar with all aspects of such wage.

Though It is legal for doctors to prescribe any substance forany
Wes( for controlled -drugs of abuse" such as narcotics.
stimulants, sedatives. etc and specificaltrbanned substances as
Laetrile). there may be several reasons they have for denying you a
Prescription.

t. The doctor thinks you may be careless and Ignorant of
the drug's potential adverse side effects

2 The doctor may be concerned about a lawsuit for
prescribing a drug for non FDA approved use

IL alter thoroughly researching and understanding all aspects
01 HUH use tread this book cover to cover). an Individual stilol
wishes to use them, there are several ways to respond rationally t
your doctor s obiections
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what we say here Without
proper tests, your health and life may be In jeopardy
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Mr. WAXMAN. Thank you very much for all of your statements,
what we want is a complete report from you. Those bells you heard
indicate there is a vote on the House Floor. A lot of things go on at
the same time around here. We are going to recess for a few min-
utes, to run and vote. We are going to go and will be back in 5 to
10 minutes, and then we will want to ask you some questions. We
stand in recess.

[Brief recess.]
Mr. WAXMAN. Tam, let me start with you. Can you explain to us

why an athlete would use a substance like the human growth hor-
mone when there is no evidence of effectiveness and there's a genu-
ine risk of a disease like diabetes? How difficult would it be to
obtain a supply of Protropin from the black market, from your ex-
perience? Is it sold like other illicit drugs, where people make
money selling this product? Tell us more about that.

Ms. THOMPSON. Well, Mr. Chairman, athletes tend to be adven-
turous by nature and are not easily dissuaded when they think
there is a possibility they can get better. It's like Terry's story
about taking the pill that they knew would kill them within a
year, even if they knew it would kill them, 50 percent of them
would do it. This is something that actually the side effects are not
that well known among athletes. They think there may be side ef-
fects but they will kind of try anything. They will try any new vita-
min supplement that comes on the market. They will try any food.
They will try just about anything to get better.

As far as the black market distribution, I was talking to a phar-
macy student at the University of Texas and we were trying to
figure out how the people I know sell their drugs for approximately
one-third of the cost you would pay at even a large chain pharmacy
like Eckert's or Walgren's. I said, I know those big chains buy in
bulk, how can these little guys selling out of their house and cars
be underselling them by a third of the cost. He said, well, I hate to
tell you this, Tam, since you have taken this stuff, but I think what
is probably going on is they are getting bad lots from pharmaceuti-
cal companies that perhaps the pharmaceutical company paid to
havi it to the dump or dispose of it or burn it and somewhere along
the way, it got sold off.

I might mention I have been clean, drug free, for 2 years and 3
months. I no longer use the stuff. I'm working right now in the
American Drug Free Association and doing what I can tc try to dis-
suade people from taking this stuff. I quit taking it myself because
I came to the realization that it is cheating. The use of drugs is
very widespread in certain areas of the country such as California,
Texas, Florida, real hot beds. I have to admit particularly in the
Houston area, it's prevalent.

There was a guy that came into the gym I was training at in
Pasadena and people pointed him out and said, he's a natural, he
didn't take any drugs and people starred at him and they watched
him train, it was kind of a new thing.

I got to the national level and the women I was competing
against were drug free and they were from Wisconsin, the Mid-
west. They were talking to me about it. I got to be friends with
them. My conscience kind of got to me and I felt guilty and said,
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well, this is cheating, I can't do this to people that are getting to be
my friends, so I just quit doing it.

One of the distributors I knew in the Houston area was a fire
fighter. I saw a policeman one time buy some drugs from him in
the gym. They would bring their suitcases, usually in my area they
brought suitcases in the gym. They had little teflon rectangular
sort of boxes with lids that would peel off like you put carrots in in
the refrigerator, and they would mark on the box, growth hor-
mone, whatever it was, and they would come in the gym. I've seen
them do it right out there on the gym floor when there were not
too many people in there.

Mr. WAXMAN R's very open?
Ms. THOMPSON. Very.
Mr. WAXMAN. Is there a lot of pressure to take these drugs and

easy lot of availability to them?
Ms. THOMPSON. I think the pressure, yes, mainly in sports like

football and stuff but in power lifting and body building, it's known
that if you want to make it to the top, you have to do this.

Mr. WAXMAN. Dr. Kerr, I was impressed that you were able to
get this box of Protropin, which was manufactured by Genentech,
because they are going to testify later, that the distribution is very
carefully controlled. We have been told it is distributed only
through hospital pharmacies, 1,000 pediatric and adult endocrinolo-
gists, and therefore, we ought to be assured that something like
this is going to be distributed only through these channels.

Are these controls working? I guess the answer is not very well if
you can pick up a box.

Mr. KERR. It just took $450 and a phone call. As I said, I picked
someone who is not a likely drug seller. I could have picked any of
50 or 60 others that I know do sell drugs to athletes. I received let-
ters and phone calls from athletes throughout the country and
Canada implying they are taking this drug.

It sounds to me as though there are thousands and thousands of
people if not more taking this drug. I don't understand how they
are getting it. Somebody is making some money somewhere.

I assume that it is from an inventory in some pharmacy some-
where. We have heard the story, Dr. Todd called me about it, arailroad car in the east that was hi-jacked and someone took the
growth hormone out of the car. You know, I've heard that story so
many times, when it came to human growth hormone. I mean, atleast six times I have heard that story throughout the country.
They all said, that's why it's available.

Either there is a very unguarded railroad track back East or it is
just a lot of baloney, and I think that is what it is. I think someone
is selling this from their inventory and I think that is where we
need to find the character.

Mr. WAXMAN. If we move this drug to a controlled substance cat-
egory, it would certainly make the supply not as available and
there would be very strict penalties.

Dr. Taylor, do these penalties work? Is there just too much of an
economic incentive to violate the law anyway?

Mr. TAYLOR. First of all, I think you have to look at the fact that
drug companies can't make the drug a controlled drug. I think the
drug companies are probably doing as much as they can do to limit
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the illicit distribution. I think the controls work for a particular
drug like human growth hormone because there is going to be the
technology involved, with manufacturing the drug, it is not some-
thing a chemist can do in a garage lab. I think what would specifi-
cally work for human growth hormone is in the area of allowing
more time for research in clinical settings before we have such
widespread use among society. I think that seems to make a lot
more sense.

I think it is very easy to cop out and say, well, let's look at other
drugs that are on the controlled substance lists, let's look at am-
phetamines. Amphetamines were a non-controlled prescription
drug at one time, until there was approximately five times more
amphetamines distributed and used in this country than were
being prescribed.

Certainly, it has not totally done away with amphetamine abuse
but it certainly stemmed a social tide. The same thing with drugs
such as tranquilizers. They were non-controlled general prescrip-
tion drugs and due to abuse potential and other factors, were
moved and reclassified as controlled substances. Certainly, in these
cases, the Controlled Substances Act looked very, very good.

When you are dealing with other illicit drugs that can be manu-
factured in a various number of ways, I'm not sure the situation
works, but for a prescription drug as hard to manufacture as
human growth hormone, I think it is an ideal situation.

Mr. WAXMAN. One of the arguments we hear against placing
human growth hormone under the Controlled Substances Act is
that the use of the product does not fit the criteria defined for
Schedule II substances. Let me read those criteria to you and see if
they fit in this case.

First, does the drug or other substance have a high potential for
abuse? I would assume none of you disagree with that criterion for
this drug.

The drug or other substance has a currently accepted medical
use in treatment in the United States or currently accepted medi-
cal use with severe restrictions. That's clear.

Abuse of the drug or other substance may lead to severe psycho-
logical or physical dependence. You all agree that is a possibility as
well?

If we have those as the criteria for the categorization of this
under Schedule II, then this is the kind of drug that could be
abused and we want to guard against such abuse.

Dr. Sodeman, let me ask you this question. The allege of Ameri-
can Pathologists supports placing human growth hormone under
the restrictions of the Controlled Substances Act. Are you at all
concerned, as we have heard expressed by some parents of growth
deficient children, that such restrictions will prevent ad hoc experi-
mentation by physicians on short children who do not fit the tradi-
tional definition of pituitary deficiency? Also would such controls
discourage a physician from increasing the dosage of human
growth hormone in a patient for whom conventional dosage might
not be beneficial?

Mr. SODEMAN. No. I don't think we have any concern that this
will restrict in any way further scientific development on the use
of growth hormones in children and other areas in which growth
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hormone may be useful. all it does is it requires that in fact there
be reasonable tracking of that use, tracking that we think is essen-
tial in order to avoid abuse and to assure that in fact the physi-
cians are considering that potential, that this is a serious drug, this
is a drug they have to be concerned with and therefore, they do
have to keep the necessary information.

It also provides a stimulus within institutions in which human
testing is being done so that as the committees for human use take
and address the issues of the experimental use within university
training centers, that in fact they know that this drug is scheduled,
it is controlled, and that the necessary recordkeeping will be re-
quired as part of the human use experimentation that takes place.

We fully support this. We feel it will not limit in any way the
experimentation that will take place in this country and it may in
fact encourage it to a certain degree. We think it might encourage
it because it will be considered to be a significant drug and the role
of that drug is such that it is under the purview of a variety of
people so that the use is reasonable and responsible.

Mr. WAXMAN. Mr. Coats.
Mr. COATS. Thank you, Mr. Chairman.
I'd like to ask several questions, starting out with Tam Thomp-

son and Terry Todd and Dr. Kerr, you may want to jump in here.
too.

Summarize or capsulize for me the prevailing attitude among
athletes in terms of human growth hormone. What is the attitude
regarding the side effects, the consequences? Is that just inconse-
quential? Does everybody just say, don't worry about it, or is the
prevailing attitude that there really are no bad side effects, the
pluses outweigh the minuses?

Dr. Kerr.
Mr. MBA. At this time, the athletes, I think, are oblivious to side

effects.
Mr. COATS. Do they not know or not care?
Mr. KERR. Both. They feel that from what they can gather, there

have been no side effects reported in athletes and that is exactly
what they want to hear.

Mr. COATS. In other words, the prevailing attitude is there is
really not much down side with this particular drug and the pluses
far outweigh the minuses?

Mr. KERR. Remember, this drug is not being used just here. This
is worldwide in use. In fact, I talked to a Russian athlete last week
who seemed to think they were soon to develop a test for growth
hormone, Protropin, and they are already developing the blocking
agents that they were planning on using to foil its detection.

Also, the use of this drug promotes the use of other black market
drugs, because if an athlete takes a growth hormone by itself, he is
going to get very little gain, in bulk. He must take another type of
anabolic agent and no doubt bought from the black market.

If he is in track and field, he might take one oral agent. If he is a
body builder, he might take six or eight different products.

It seems there is something about the ocean air, the closest you
get to the beach in Long Beach, along Santa Monica, the greater
the use of drugs by these people. You might have athletes, and I'm
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certain there are many of them, who are taking growth hormone
along with a multitude of other anabolic agents.

Mr. COATS. Terry, is that true, is this the prevailing attitude that
this is the thing to do regardless of the consequences? How much
are the athletes focusing on the long term effects, the potential dis-
astrous consequences of being involved in this mixture and who
knows how pure the batch is and what the results are going to be?

Mr. TODD. I think there are several factors that are involved.
One is the fact that most of the people about whom we speak are
young, quite young. They are much more likely, because of their
youth alone, to be risk takers, to be adventuresome, to not feel
their mortality, the fact that they are competitive athletes of
course moves them another step farther toward the feeling of in-
vincibility. We have to remember that in almost all cases, the
people who use human growth hormone are already using a lot of
testosterone and other kinds of anabolic steroids and testosterone
in particular makes you feel absolutely like Superman, nothing is
going to hurt you. As a result of that, you are much more likely to
make bad judgments as to what drugs to take, what not to take.
You feel as if perhaps other people might fall by the way side to
some of these side effects, but in your case, you are simply much
too strong and vigorous, potent, virile, tough, and invulnerable so
they will never strike you.

It goes with the territory of being at that level. Again, to refer to
those two studies, they involved about 100 people in each study. I
find them very consequential studies, to demonstrate that if people
will die, that suggests to me to warn them they possibly might get
some health effects down the line is not going to be very effective if
they have already told you they will die in a year in order to be a
champion. Therefore, education alone, in my view, is simply not
going to solve these problems at all. Some kinds of controls, some
kinds of firm testing have to be implemented.

Athletes cannot be convinced by the evidence not to take these
drugs.

Mr. COATS. Dr. Voy, you testified that the consequences or possi-
ble side effects are decreased muscle capacity, decreased athletic
ability. Obviously, this is not believed by the athletes or not experi-
enced by the athletes or they wouldn't keep taking this stuff.

Mr. VOY. Let me coin a phrase that I think Terry used some
years ago. The concept here is the unfair predicament that athletes
find themselves in, particularly those that have had the opportuni-
ty to compete overseas against athletes who do use performance en-
hancing drugs.

The problem with these drugs are they work. Let's face it. We
are not going to lie to anybody. Unfortunately, years ago, 25 years
ago, when this all started, the medical profession in its pure ideolo-
gy stated there was no evidence that these drugs indeed worked. Of
course, no athlete would ever accept that, that ever went out and
took an anabolic steroid and gained 25 to 30 pounds of lean muscle
mass in 8 to 10 weeks and lifted weights 20 to 25 percent more
than they had ever lifted in their life.

Now, when we know fr.= the legitimate use of these drugs over
the last 25 years in such things as kidney disease, muscle wasting
diseases, cancer, et cetera, where the profession has found that the
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use of these drugs do produce kidney damage, do produce cancer of
the liver, do produce premature aging of the coronary and cerebral
vascular arteries, now when we turn around and attempt to edu-
cate athletes that we know the bad sides, they said, well, doc, you
lied to me 25 years ago, when you told me this was a strictly place-
bo effect.

The profession has lost a great deal of credibility in attempting
to educate athletes about the bad side effects. Athletes will use
these drugs, if athletes thought you could capsulize horse manure,
pardon the expression, in a capsule and take it three times a day,
athletes would take that. I am not saying that critical of athletes.
I'm simply stating the necessity athletes find themselves in, when
they dedicate years and years of their life, their family and every-
thing else to their sport and realize to win, they have to use per-
formance enhancing substances. It is an unfair predicament. They
will do it no matter what we attempt to do.

That is one of the reasons why cheating is one of the main ob-
jects of the Olympic Committee's drug testing program, to attempt
to assure the American public and our sports organizations of fair
competition.

Mr. TODD. I would have a bought a horse, for example.
Mr. Co Ara. If we go to classifying these as Class 2 substances, I

guess the question I have to ask is how effective is this going to be?
We have heard testimony from everybody here about the black
market offshore sources, people willing to pay any price. If your
goal is to become an Olympic champion or a national champion, or
this, that or the other, yes, it may cost more, because we control it,
but it sounds to me like demand is going to drive this thing, and
not supply. By restricting supply, we might be able to make it a
little tougher to get by increasing the cost. But if somebody's broth-
er-in-law drives the delivery truck or some pharmacist has a friend
who is going to make this available, or we've got a doctor who
doesn't have any scruples in this area, I its just like heroin
or anything else. They are controlled substances, but if the demand
is there, people are going to find a way to get it. So are we really
going to accomplish the purpose that we are after here by control-
ling this?

Mr. KERR. If that's your cnly goal, trying to educate the athletes
is worthless. But by making the penalties tough for the dealers and
for those caught with the drug on their person, I think that is your
only control.

Mr. Covers. Well, we make penalties very tough for heroin deal-
ers and cocaine dealers, and that doesn't stop

Mr. KERR. They're not anabolic steroid users. These peopleare
Mr. COATS. My point is we have made the penalties very tough.

We are pouring tens and hundreds of millions of dollars into a
drug interdiction effort with very little success. Most of the people
in Florida, the Customs agency and FDA, tell me they are lucky if
they are getting 10 percent of the stuff coming in from overseas. So
I think we might be fooling ourselves here if we think that moving
this to a Class 2 controlled substance is going to solve the problem.

Mr. SODEMAN. But we have to remember that the controlled
manufacture status of this particular drug. Many of the narcotics
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that are available could be manufactured in a variety of places out-
side of the control of the controlling agents. This drug requires
DNA recombinant work, highly sophisticated, high tech work, and
the controls can be brought to the manufacturers to try and con-
trol some of the access.

Mr. COATS. At least the synthetic manufacturer. Now the human
extraction or the extraction out of cadavers, thatwe would just go
back to the previous system. This was available before it was syn-
thetically manufactured; isn't that right?

Mr. SODEMAN. Right. But I think that market for that purpose as
growth hormones will begin to dry up. We will continue to manu-
facture our hormones from pituitaries for experimental work as we
explore other pituitary hormones and the potential use for those
hormones. But I do not believe that that market will continue.

Mr. COATS. Are you all in agreement thatexcuse me, Mr. Chair-
mrn, this is the last questionare you all in agreement that educa-
tion, the downside, the risk, the long term consequences, really is
of no value? That the only method possible of controlling this, and
even that is going to be only partly successful, is through controls
on the manufacture and distribution?

Mr. TODD. One thing I definitely would like to point out, and I
think it's critical, within the last couple of years the FDA, the
DEA, and the FBI have been active in the matter of steroids. They
have had a big impact. They have put a lot of people in jail. They
have had a lot of people under surveillance. Its much more diffi-
cult to get certain drugs. The dealers cannot deal with impunity in
the way that they have done. This has had a big impact, and I have
been told by people highly placed in all those agencies, as well as
several of the very major dealers, that one of the things they all
agree is that controlling steroids, for instance, and controlling
HGH will have a very, very big negative impact on the ability of
these drugs to be transmitted as easily as they are now.

Mr. WAXMAN. Thank you, Mr. Coats.
Dr. Voy, do you want to say something?
Mr. VOY. Yes. I just wanted to remind the committee of one

thing. We do not have a test for growth hormone. We control the
use of anabolic steroids as far as cheating in sports and its abuse in
other forms by drug testing. Drug testing has become very reliable,
particularly the type of technology that we use at the Olympic
Committee and the NC-2A is now using. It's 100 percent. But there
is not a test for growth hormone.

So the perception of the athlete out there now is that let's forget
the anabolic steroids. We can get the same and better effect from
growth hormone, and they can't detect it.

Now studies will show that about 40 percent of these drugs that
are gotten are not gotten on the black market. They are gotten
from pharmacists and physicians, and putting a substance under
the controlled substance, or scheduling it, does one thing, I think,
that is very important: It allows us a window of responsibility to,
once we find out who the aide's and abettors and suppliers of the
drugs are, it gives us the opportunity then to crank in the legal
motions that are necessary to take action against these individuals.

So, indeed, I don't possess a lot of confidence sometimes in our
laws, in our ability to control the abuse of these substances at the
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moment. But it does allow us an opportunity, both professionally,
to do something about our colleagues who get involved in the busi-
ness.

Mr. WAXMAN. Di. Voy, are you saying that the only protection
we have would be to place this under Schedule Class II?

Mr. VOY. That is the only control I know of at the moment.
Mr. WAxmAN. And therefore do you think we should be taking

that action?
Mr. VOY Yes, sir.
Mr. WAXMAN. Mr. Sikorski.
Mr. SIKORSKI. Thank you. It's been helpful.
I'm a little concerned, as I've seen in 10 years of public life,

people come in and ask fo7- a magic wand to be waved by the Gov-
ernment, and all of a sudaen things will change. I sense that you
are not that optimistic. But I'd like to focus on thewhether you
have given up on the whole education.

Dr. Voy, is the Olympic Committee working with others, FDA,
the Academy of Sports Medicine, in an effort to educate, continue
to educate coaches and athletes and parents about the dangers of
excess human growth hormone?

Mr. VOY. Yes. Let me explain. We began the drug testing pro-
gram about 31/2 years ago, after the expose of the Caracas Pan
American games, when our athletes were found to have these sub-
stances in their system.

We feel very strongly that drug testing is not a punitive or a
police action. It is an educational program. Not one of us here
before this committee this morning would be here if it weren't for
the drug testing program that was initiated 3 years ago. The USOC
uses drug testing as a tool to get the attention of athletes, coaches
and administrators as to what this problem consists of.

We have attempted to educate the NFL. I have been involved in
consultations with them in their drug program. Obviously you
know that Mr. Ueberroth got his experience in the 1984 Olympic
games in drug testing with hisas far as professions' baseball is
concerned, we provided the educational basis, and the training pro-
gram for the NC-2A or the NCAA to initiate their drug-testing pro-
gram this fall.

So education is the tool that works, but you need a testing pro-
gram to exercise that tool, and that's againI hate to be repetitive,
but without a test for growth hormone, that leaves us with an in-
ability to control this substance.

Mr. &Komi. What you are saying is the controlled substance
label is educational in itself? It sends a message, it raises a flag.

Can you restate how the Olympic Committee is going to help ath-
letes and coaches avert the potential health hazards of drug
misuse, particularly the steroids?

Mr. VOY. We spend about $2 million a day on educational pro-
grams. We provide a National Drug Control Hotline that is avail-
able to coaches, athletes, and to the general public. It's a 1-800
number, in which we answer 7 days a week, 24 hours a day, and on
holidays, to provide educational information to individuals request-
ing it.
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We have numerous printed materials. I and our drug testing
teams are on the circuit weekly, educating, doing drug testing,
giving lectures, et cetera.

Mr. SIKORSKI. We're having a mark-up on eight health-related
bil' the Full Committee, so I'll be brief. Now I just wanted to
sa: ti.... ie a friend whose son, a 6-year-old, is about half regular
size. In 4 months, he has grown two inches. But the cost is twenty
some thousand dollars a year. And what I don't understandeither
this stuff is fake, or there's a tremendous mark-up for the actual
HGH that isn't prevalent on the black market or the gray market
here. They're getting a better deal on the black market, a better
price than the parents of the kids that are using it for growth.

Mr. KERR. Well, it costs them nothing to start with, but they
steal it and they can charge anything they like.

Mr. SIKORSKI. If they steal it
Mr. KERR. I assume that's what is going on.
Mr. SIRORSKI. I assume if something is stolen, there's going to be

a report, and I don't buy the idea that it's being stolen in that
quantity.

Mr. TODD. There was $250,000 of it that was stolen. It was report-
ed in The New York Times. It was stolen out of a holding facility
in New Jersey. That was last year some time. That's a small
amount, of course.

Mr. SIKORSKI. That's ten kids, 1 year supply. That's not going to
handle the thousands of people we are talking about on a daily
basis.

Mr. TODD. I think one thing that everybody here seems to feel is
that as the product becomes manufactured by more than one com-
pany, not just in this country, but in other countries, that market
economics will bring the price down drastically, since the mecha-
nisms used to produce it are not particularly complicated.

The research that went into it was complicated, but the manufac-
turing process is not overly complicated.

Mr. SIKORSKI. I guess, first of all, they're not getting the same
price, they're not paying the same price in the gyms that these par-
ents are paying. It's a lot different price.

Mr. KERR. Another point is that the athlete isn't taking it year
round. He might take it for a couple of months, and get the gains
he needs or she needs, and then stops it and goes on to a conven-
tional anabolic drug. So they're not staying on it year round. Now
I'm sure there are some people who might.

Mr. SIKORSKI. Once they use it, isn't there a reversion, or isn't
there --

Mr. KERR. Alas, the gains remain rather nicely.
Ms. THomPsoN. I had heard 7 weeks, that you only needed to use

it 5 to 7 weeks.
Mr. SIKORSKI. Thank you.
Mr. WAXMAN. Thank you, Mr. Sikorski.
We are going to have to break now because the Full Committee

is ready for us to take up another bill.
I just want to ask one question of Dr. Voy. Have either Genen-

tech or Eli Lilly Company contacted you or the Olympic Committee
concerning any interest in assisting in the development of a means
of testing for illicit use of human growth hormone?
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Mr. VOY. No. We don't have any connection with a pharmaceuti-
cal company. As you know, we operate on contributed funds and
sponsorships. We'd love to have a pharmaceutical company as a
sponsor, because there's a great deal of money there, but for this
very reason, not just growth hormone, but the other drugs of
abuse, we are reluctant to take on a sponsorship of a pharmaceuti-
cal company.

Mr. WAXMAN. For a minute I thought you were asking for one.
Mr. VOY. Oh, we'd love to be able to do it if it weren't going to be

a misperception of what ow object was.
Mr. WAxmAN. We are going to break now. We will reconvene at

1 o'clock, rather than 2 o'clock, and we will meet in room 2123,
which is on the first floor of this building.

We thank the witnesses on this first panel. I don't think there is
any necessity for you to come back. We appreciate your testimony.
It's been very, very helpful to us.

Thank you.

AFTER RECESS

Mr. WAXMAN. The meeting of the subcommittee will come back
to order. I apologize to our guests that we were delayed in recon-
vening this hearing, due to the time taken by the Full Committee.

Our next witnesses represent two drug companies involved in the
manufacture of human growth hormone.

James Gower is the Vice President for Marketing for the Genen-
tech Company of San Francisco. In October 1985, the Food and
Drug Administration announced approval of Protropin, the first
biosynthetic product found effective in treating children with
growth hormone deficiency.

Leigh Thompson is a physician and vice president for Clinical In-
vestigation and Regulatory Affairs of the Eli Lilly Pharmaceutical
Company. Just last week, the FDA approved marketing of a new
humar growth hormone product. The availability of this product is
currently the subject of litigation.

I want to ask Mr. Gower and Mr. Thompson to please come for-
ward.

We are pleased to vgelcome you to our subcommittee hearing. We
have your prepared statements. They will be made part of the
record in full. We'd like to ask, if you would, to summarize in no
more than 5 minutes.

Mr. Gower, we will start with you, and I think there's a button
on the base of th mike that you have to push to turn it on.

STATEMENTS OF JAMES M. GOWER, VICE PRESIDENT FOR MAR-
KETING, GENENTECH, INC.; AND W. LEIGH THOMPSON, VICE
PRESIDENT, CLINICAL INVESTIGATION AND REGULATORY AF-
FAIRS, LILLY RESEARCH, ELI LILLY AND CO.
Mr. GOWER. Thank you, Mr. Chairman.
Genentech certainly stands ready to assist this committee in any

way possible in placing any appropriate restrictions on the pre-
scribing of growth hormone that would lead to a reduction and the
therapeutic misuse of the product.

We don't feel that DEA scheduling is particularly appropriate,
however, because we don't really think, to be quite honest, that it
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will change anything in terms of wilat you've heard this morning,
since there is a system primarily in place to provide auditability of
the physical distribution of the drug, which iswe heard about
some cases of diversion and some bogus products this morning.

We have, because we didn't feel that this was appropriate at the
time of marketing, put some things into place already that we feel
are actually already more restrictive than DEA Schedule II and
perhaps more importantly don't involve either economic or imple-
mentation burdens on the parents of the children who the FDA ap-
proved this hormone for the use of.

And if I could, I would just briefly like, without being redundant
and with the written testimony I gave you, to highlight the key ele-
ments of that system, because I think it's important to illustrate a
real live situation in terms of the children who legitimately need
this hormone, as opposed to athletes or others who would simply
like to have it.

Specifically what we have done is to put in place a system that
has two dicitribution channels. One utilizes a home health care firm
b-; name of Caremark located in Southern California. The other
is to select hospital pharmacies, and those are, without exception,
either major teaching Winters or children's hospitals, where we
have requested that the hospital pharmacist place growth hormone
on a restricted formulary. What restricted formulary means is that
it would not be available ordinarily to all physicians on staff, but
to those that are agreed by the Pharmaceutical and Therapeutic
Committee are appropriate prescribers of this growth hormone.

Almost every pharmacy has complied with this request, and
right now I think it is accurate to state that of the growth hormone
being distributed from our company, Protropin, we cannot only
physically verify the distribution of 100 percent of the growth hor-
mone, which is what is required by DEA scheduling, but in a
rather unprecedented move in the pharmaceutical industry, be-
cause we were worried about the potential for misuse of this prod-
uct from the very beginning.

We can physically verify the appropriate prescription, including
such things as the basis for diagnosis and the physician's name,
through either our post-market surveillance study or through the
records we have access to at Caremark, which are blinded only as
to patient confidentiality, on over 70 percent of the children being
treated. That .s really an unprecedented number and something
that DEA schedules really wouldn't add to.

Really, my last point, so as to not take too much of your time, is
to tell you what DEA s^heduling would do, which we think is detri-
mental.

DEA Schedule II prohibits refill prescriptions, telephone verifica-
tion of prescriptions except in cases of an emergency, and indirect-
ly limits the size of the _prescription that can be filled in almost all
cases, since it's designed for psychoactive substances which are pri-
marily acute use situations, as opposed to chronic use substances
like growth horm,,ne or human insulin or others that are used for
many years in chronic therapy.

What this pragmatically does for a child is that it means in order
to have easy access to growth hormone under Schedule 2, he must
go back and make medically unnecessary visits to the physician to

1 2



121

get the prescription rewritten, because that's what the regulations
require. In many cases and in the case of a child that lived at some
distance from the medical center where he was being treated,
based on some insurance reimburse schemes that require less than
a month's prescription, it could mean as many as 24 trips a year
just to simply obtain the prescription, come back and obtain the
drug.

We feel that would add certainly a lot of burden and potentially
a lot of cost to the child in terms of obtaining the growth hormone.

As a last point, the case can be made that DEA Schedule IIand
this is what frightens me the mostcould be relied on by others
coming into this marketplace as being the primary protection, be-
cause it sounds good. And quite frankly, I feel that any sports med-
icine physician out there who has a license to practice and DEA
schedule numberand they all do, because they have to prescribe
Empirin with Codeine and other sorts of painkillers, can have
easie- access if that schedule is relied on instead of some sort of
control not on the physical distribution, but control on who is able
to prescribe and who is not.

The FDA and the DEA can't force us to put in place these sort of
controls, but we voluntarily put them in place because we're wor-
ried about the very same problem.

So we stand willing to help you on things that would help control
abuse without putting unnecessary burden on the children, and I
would like to start with, if I could ask your assistance in obtaining
the lot number of tl.e Protropin that Dr. Kerr said he obtained this
morning, we would like to find out where that came from.

[Mr. Gower's prepared statement follows:]

STATEMENT OF JAMES M. GOWER

Mr. Chairman and members of the Committee, I am James M. Gower, Vice Presi-
dent of Marketing at Genentech, Inc. Genentech is a leading biotechnology company
committed to the research, development, and commercialization of pharmaceutical
products made through recombinant DNA techniques. Since 1976 we have been in-
volved in the research and development of a number of important pharmaceuticals
that would not be possible without the new tools of biotechnology. Among the re-
combinant pharmaceutical products which we developed and for which we have re-
ceived FDA marketing approval, are human insulin for diabetics, alpha interferon
for patients afflicted with a certain type of cancer, and human growth hormone for
the treatment of growth disorders in children whose bodies cannot make adequate
levels of growth hormone. We have a number of other exciting and promising prod-
ucts in the pipeline, such as one which dissolves clots in heart attack victims, called
tissue plasminogen activator, which we asked the Food and Drug Administration
(FDA) to license in April, 1986.

To date, howevc r, the only product which we have developed and brought to
market in our 11 years of corporate existence is ProtropinR (somatrem for injection),
the trade name for our recombinant human growth hormone. We market Protropin
in the United States and Canada. Kabivitrum, a Swedish company owned by an
agency of the Swedish government (to which we have licensed our technology for
producing Protropin) distributes our human growth hormone product outside the
United States and Canada.

Since '!:e °Orli &+;_ in ow development of Protropin we have been aware of the
potential for misuse of the product. Prior to the commercialization of Protropin,
Genentech consulted extensively with the American Academy of Pediatrics and the
Lawsoa Wilkins Pediatric Endocrine Society. Our mutual goals were to develop a
distribution and control system that would address the potential for growth hor-
mone's misuse without imposing unnecessary burdens on the families of children
who need this drug to correct an endocrine ....ntem imbalance which prevents their
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growth and maturation. We at Genentech believe that we have done a good job in
meeting these two goals.

Our view of the potential misuse of Protropin and other human growth hormone
products is that the drug may be desired by athletes or parents of children who
would like to have their children grow taller. At the root of this potential for misuse
is a physician who is willing to misprescribe the drug. We are concerned with poten-
tial misuse and would support legislative restrictions which are aimed at limiting
the prescription of Protropin for inappropriate uses.

I would like to share with the Committee the details of our system for distributing
Protropin. It is a system far more restrictive than that which could legally be im-
posed on us by the FDA or the Drug Enforcement Administration (DEA). At our
system's con is a limitation on the ty tes of physicians who can prescribe Protropin
in order tc avoid any misprescription. thus, we distribute the drug only to designat-
ed distribution centers in order to assure that access to Protropin is limited to ap-
propriate medical specialists: pediatric endocrinologists and other endocrinologists.
We also verify through post marketing surveillance, that these physicians have di-
agnosed properly growth hormone inadequacy.

Specifically, Genentech distributes Protropin only through Caremark-Home
Health Care of America and designated hospital pharmacies. We have no financial
interest in either Caremark or any of the hospital pharmacies that distribute Pro-
tropin.

We use Caremark, a home health care company, as a primary distributor because
it is convenient for patients and because it provides additional safeguards to insure
that Protropin is used only to treat patients who have been properly diagnosed as
growth hormone deficient. In addition to a prescription, Caremark requires a state-
ment of medical necessity, including a diagnosis signed by an appropriate medical
specialist for each patient, with supporting details of the diagnosis, before the drug
is dispensed.

The only other means by which Protropin is made available through distribution
is to select hospital pharmacies in major medical centers. Recognizing that even this
limitation poses some potential for therapeutic misuse of Protropin, we request dis-
pensing hospitals to pla Protropin in restricted formularies so that only certain
physicians authorized by the hospital can prescribe it.

We believe that Genentech's closed distribution system is effective and that addi-
tional controls on the distribution of Protropin are unnecessary. We already track
closely the Protropin we distribute through our two distribution channels and rou-
tinely check for any suspicious use or diversion. Thus, placing human growth hor-
mone on any DEA schedule would simply add to the paperwork, bc. not to the effec-
tiveness of our system. More importantly between the records to vihich we have
access at Caremark-Home Helth Care of America and the data we hcld directly on
the over 1,700 children that we follow in our post-market surveillance study, we can
identify and audit almost 70 percent of all the patients for whom Protropin is pre-
scrib. Our data base for these patients includes: diagnosis, patient age, dose of
growth hormone, frequency, and the prescribing physician. In other words, we are
able not only to verify the physical distribution of Protropin, the focus of DEA
scheduling; but in ahnot,t 70 percent of patients we can also verify the appropriate-
ness of the pi escriptio% We believe that this system is unprecedented in the phar-
maceutical industry W. further believe that placing growth hormone on a DEA
schedule would nothing to the safeguards built in :m Genentech's distribution
system.

The DEA scheduling system is focused primarily on assuring proper controls on
the physical distribution of psychoactive drugs. The DEA system is not well-suited
for monitoring the proper prescribing of scheduled dm "I; by physicians. In fact, to
quote from a portion of DEA regulations applicable to scheduling, "The responsibil-
ity for the proper prescribing and dispensing of the controlled substance is upon the
prescriber' (21 GTR, Section 1306.04). Specifically, if human growth hormone were
placed on DEA Sc .edule II, any sports medicine physician in the United States
would be able to prescribe growth hormone as long as he or she is licensed to prac-
tice medicine and is in possession of a DEA prescriber number (something all prac-
ticing sports medicine physicians have). Currently, these physicians do not have
easy access to prescribing opportunities for Protrupin.

Genentech opposes the placement of human growth hormone on the DEA sched-
ule not because of any fear of lost revenues, but because we already have a more
stringent distribution system in place. We oppose the scheduling of human growth
hormone because it would make obtaining the drug more inconvenient and more
costly for the very patients for whose benefit the FDA. approval it.
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Placing human growth hormone on the DEA schedule would prohibit prescription
refills and prescription verification by telephone except in emergencies, and indi-
rectly would limit the prescription amount that could be dispensed by a registered
pharmacist to a growth hormone deficient child. These prohibitions would place unne ary burdens on the families of these children. Since growth hormone is pre-
scribed for a chronic condition, it is currently dispensed on a routine basis between
scheduled physician visits. DEA scheduling would require families to revisit the pre-
scribing physicians simply to obtain a new prescription; in some cases this would
involve three to four times more visits than are medically required. Because treat-
ment of growth hormone deficiency may extend over a 5 to 7 year period (or even
longer), expenses for additional physician visits would be substantial. Where third
party reimbursement requirements limit prescriptions to less than a one-month
period, as many as 24 trips a year could be required.

Currently prescriptions for growth hormone are refilled by hospital pharmacies or
Caremark, often by phone verification to the physician. Refills, however, of a Sched-
ule U drug are prohibited by statute and DEA regulations require partially filled
prescriptions to be completely filled within 72 hours. Therefore, for many families
who live some distance from the medical center where the prescriber practices, addi-
tional and medically unnecessary trips would add significant cost as well as incon-
venience to their lives. This inconvenience and cost, which would not provide addi-
tional effective safeguards, could result in parents asking physicians without appro-
priate training to prescribe growth hormone for their children.

With other growth hormone products now entering the market, DEA scheduling
could actually have a detrimental effect on the control of growth hormone usage.
Other manufacturers may simply rely only on Schedule II controls as a means of
limiting distribution and refuse to use the self-imposed distribution controls that
Genentech has pioneered. If that happens, other manufacturers' products may be
more readily available at local pharmacies; this could force Genentech to consider
alternative means of distribution in order to remain competitive.

In summary, Genentech opposes the placement of human growth hormone onDEA Schedule II for one fundamental reasonit will have a negative impact only
on those who legitimately need the drug. We currently have in place a system thatwe believe is enormously successful in limiting access to growth hormone tc those
who use it properly. We stand willing to work with this committee to design addi-
tional controls on human growth hormone if they can be shown to benefit the public
health and not present unnecessary additional burdens to patients and their fami-lies.

Mr. Chairman, I will be pleased to answer any questions you or other members of
the committee may have.

Mr. WAXMAN. Thank you very much.
Dr. Thompson.

STATEMENT OF W. LEIGH THOMPSON
Mr. THOMPSON. Thank you, Mr. Chairman.
I am here today with Mr. John Holt, who is the Secretary and

General Counsel of the Pharmaceutical Division of Lilly. I would
like t, try to summarize our statement in five point, based largely
on the testimony you heard this morning.

First of all, the question is, will growth hormone have a benefi-
cial effect on athletic performance? And I believe that there is no
evidence that it will, and that there is evidence that it may be
harmful.

Now there are two lines of evidence. First of all, this morning we
heard anecdotal reports of the use of growth hormone, some of
which may be only water in the vial, together with anabolic ster-
oids, together with eating as many calories as possiblevery diffi-
cult to make out what growth hormone might be doing to the ath-
lete in that regard. Furthermore, the limited amount of growth
hormone that's available make it very unlikely that any number of
athletes have obtained in large amounts for a long period of time.
The dose, of course, is related to body mass, and I doubt seriously
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that many athletes have received enough to have any effect from
the growth hormone.

Now the second point is, I'd like to agree with Dr. Voy on what
he said this morning about our knowledge about an excess of
growth hormone. The condition of acromegaly is well-known, and
as he pointed out, this leads to a large jaw, fingers, ears, feet, but it
leads to muscle weakness. There actually is a disorder of muscle
and also a disorder of nerves.

And our experience with acromegaly would suggest to me that
an excess of growth hormone is not only not beneficial, but prob-
ably harmful in patients. I think if the athletes knew what we
know about growth hormone, they would not be interested in mis-
using it.

Now the second thing is, will education work? We heard some
debate about that this morning, but I think the athletes who testi-
fied are eloquent examples of effectiveness of education. They
themselves were educated and stopped misusing drugs, and they
are effectively educating other athletes in the proper approach to
athletics and not misusing drugs.

I don't think that Dr. Voy meant to fully equate educational ef-
forts of the USOC with punitive drug analysis. In fact, the USOC is
working on educational programs, and of course the drug industry,
like Lilly, is vitally interested in educating the profession and the
public in the proper use of drugs. We know what our drugs will do
when they're correctly used. We do not want them damaged by
misuse in any way.

In addition, Dr. Voy suggested that the USOC had difficulty in
accepting contributions from the pharmaceutical industry. But I
want to point out that Lilly has quite a track record of aiding ama-
teur athletics. Two years ago, we gave $235,710 to the University of
Indiana to establish a drug analysis laboratory for amateur athlet-
ics, and that will be the primary lab in the Pan Am Games, and in
addition, the company made non-commercial contribution of $1
million in support of those Pan Am/Games.

Lilly is an expert in education about drug effects, and we believe
that we would like to work with the USOC, the Amex:can College
of Sports Medicine, and other bodies in educating athletes in the
pharmacology of growth hormone to dissuade them from its
misuse.

Now third, this morning Dr. Todd emphasized that the misuse of
anabolic steroids has quite effectively been decreased by the cur-
rent efforts, and I remind you that anabolic steroids are not subject
to the Controlled Substances Act, and therefore the current system,
at least in the regard to anabolic steroids, as he testified, is work-
ing.

Would the Controlled Substances Act work? Well, as Chairman
Waxman noted this morning, that Act is largely for drugs that
produce dependency, and I'm not aware that growth hormone pro-
duces either psychological or pharmacological depenaency in the
scientific definition.

Now finally, we do believe that there are two alternatives to the
Controlled Substances Act that clearly will work. One of these is
education, which I mentioned before, and the second is controlled
distribution.
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We just heard of Genentech's program of controlled distribution.
Lilly also is shipping directly from Indianapolis to pharmacies
where there is a specific need. We already have one example where
a pharmacy requested the drug without a demonstrated need, and
it wasn't shipped. We believe that we can control access in that
fashion.

Now perhaps the best way to summarize is to quote from this
morning's Wall Street Journal and the article by Alan Otten. In
the last paragraph, he quotes Dr. Robert Blizzard, who was one of
my professors and who is one of the leaders in pediatric endocrinol-
ogy and growth disorders:

"The paperwork burden is bound to result in additional cost to
the patient, says Robert Blizzard, Director of the University of Vir-
ginia's Children's Medical Center. Education and tight controls by
the manufacturers should be the mechanism to prevent abuse."

I believe we agree with Dr. Blizzard.
Thank you.
[The prepared statement of Mr. Thompson follows:]

STATEMENT OF ELI LILLY AND COMPANY

Mr. Chairman and members of the Subcommittee, I am Dr. W. Leigh Thompson,
M.D., Ph.D., F.A.C.P., a Vice president of the Lilly Research Laboratories. With me
today is Mr. John M. Holt, Secretary and General Counsel of the Pharmaceutical
Division.

It is a pleasure to provide these comments on human growth hormone.
Eli Lilly and Company has been involved in the research, development, produc-

tion and distribution of human pharmaceutical products for over 110 years. At the
present time, the Company has a significant commitment to innovE.tion in biotech-
nology. These comments will address:

1. Growth hormones and their use by athletes.
2. The use and distribution of the Company's most recently approved product,

HUMATROPE*human growth hormone; and
3. Public policy considerations relative to the control of human growth hormone

and comparable substances.

GROWTH HORMONES

There are numerous hormones that contribute to growth. These remarks will
focus on one of these, human growth hormone, that is available as HUMATROPEt
(somatropin [rDNA origin) for injection, Lilly).

Human growth hormone drug products are intended to permi normal growth in
children who have been medically determined to be severely deficient in this sub-
stance. For about three decades the hormone derived from cadavers was distributed
by the National Institutes of Health for treatment of thousands of children with
growth defects. Despite such widespread use and distribution, little if any of the ma-
terial was known to be misused.

Serious consequences can result from excessive amounts of this hormone. These
consequences can be judged from the condition of acromegaly, caused when a pitui-
tary tumor secretes more hormone than usual in adults. The jaw, hands, and feet
grow larger, the patient may develop diabetes mellitus and hypertension, and there
is generally muscle weakness. This muscle weakness is caused both by damage to
nerves and by a disorder of muscle. In addition to weakness of skeletal muscle, the
heart muscle may also be weakened; and heart failure is a common cause of death
in patients with acromegaly.

MISUSE OF DRUGS A:4D NATURAL HORMONES BY ATHLETES

An often-mentioned potential misuse of human growth hormone is to improve
athletic performance. The extent of misuse of growth hormones by athletes is not
clear from anecdotal reports. In fact, there have not been adequate and well-con-
trolled trials of the effects of human growth hormone on athletic performance, and
observations of patients known to have extra amounts of human growth hormone do
not suggest any beneficial effects on athletic performance. More importantly, the
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fundamental tenet of athletics is a quest for excellencethe achieving of a "person-
al best." Misuse of drugs or flatue hormones is cheating, and thereby may reflect
disordered priorities and ethics of some athletes and organizations that promote ath-
letics.

Our efforts should bz directed to achieving health and athletic goals in programs
that are guided by health professionals and that discourage misuse of drugs, vita-
mins, foods, and natural hormones.

HUMATROPE- LIMITED DISTRIBUTION AND USE

Under routine conditions, Eli Lilly and Company distributes human pharmaceuti-
cals through approximately 300 independeni, pharmaceutical wholesale distributors.
HUMATROPE, however, which has been in distribution only since March 30 of this
year, is distributed directly by "third party chipment" from Eli Lilly and Company
in Indianapolis primarily to clinics and hospitals (Although the billings for such
shipments are through and for the account of Lilly's authorized wholesale distribu-
tors, the HUMATROPE product itself is distributed directly to the clinic or hospi-
tal.) This is because the Company anticipates a very narrow range of market inter-
est in HUMATROPE for its approved use, which is the troetment of pituitary
growth deficiencies in children. There are now only about 5,000 patients with diag-
nosed growth hormone deficiencies in the United States. Most of these patiegits are
treated by approximately 300 pediatric endocrinologists. Lilly's marketing efforts
are directed to this limited group of specialists.

REGULATION OF HEALTHCARE

The Food and Drug Administration has the responsibility to approve drugs deter-
mined to be safe and effective for their labeled indications. Licensed physicians pre-
scribe and registered pharmacists dispense such approved products. Lilly facilitates
the proper use of its pharmaceutical products by extensive educational efforts. The
utility of pharmaceuticals to society is best preserved by providing to our health
professionals the best possible information as to the intricacies of health care.

THE SCHEDULING OF HGH IS INAPPROPRIATE UNDER THE CONTROLLED SUBSTANCES ACT

Lilly has had extensive experience with the Controlled substances Act. It produces
and distributes pharmaceutical products in Schedules II through V. V.e Company
supported the adop..! -% of the Single Convention on Narcotics, 1961, an.i the passage
of the Controlled Substances Act of 1970. It also has supported the scheduling of
specific drugs that it has developed.

During the 99th Congress, the Subcommittee received for consideration H.R. 5653
and H.R. 5695, measures which would have amended Schedule II, Section 202, of the
Controlled Substances Act by the inclusion of "somatrem and any other artificially
produced growth hormone."

The Company understands that the Subcommittee may consider such legislation
during the 100th Congress. In our view, the inclusion of HGH in Schedule II is inap-
propriate for the following reasons.

Present national and international controls represent efforts to limit the avail-
ability of substances which have hallucinogenic, depressant, stimulant and depend-
ence-producing pharmacologic characteristics. Somatrem and other artificially pro-
duced growth hormones do not have these pharmacologic characteristics, and thus
do not present the problem to which the Controlled Substances Act is addressed.

Moreover, to schedule "growth hormones" under the Controlled Substances Act
would defeat one of the Act's most important advantages. As it now stands, the Act
has provided certainty with respect to commercially-distributed controlled sub-
stances so that wholesalers, physicians and pharmacists can identify them. The
drugs that are subject to the Act are specifically identified in the statute itself or
have been added to the appropriate schedule by Drug Enforcement Administration
regulation after considering the recommendations of the Food and Drug Administra-
tion. Controlled substances are identified as such in their labeling. This identifica-
tion permits community and hospital pharmacists and licensed practitioners to
maintain the necessary records to take inventories and to dispense and prescribe in
accordance with the prescription limitations specified by the Act. The proposed in-
clusion of "other artificially produced growth hormone(s)" in Schedule II could
result in the control of a wide range of agents not identified with certainty. This
would frustrate those attempting to legitimately maintain records and controls of
the distribution of ethical pharmaceuticals as well as those involved in law enforce-
ment.
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The Controlled Substances Act is a carefully balanced scheme for dealing with the
distinctive and multifaceted societal problems presented by the non-medical use of
dependence-producing dangerous drugs, some having no legitimate medical use
whatsoever. The Act was never designed for dealing with issues that might be
thought to arise from medical use of legitimate pharmaceuticals for diseases or con-
ditions beyond those reflected in the drug's labeling. The possibility that human
growth hormone products might be prft. for such additional diseases or condi-
tions, if it even exists to any significant extent, has nothing to do with the issues of
drug dependency and nonmedical abuse that the Controlled Substances Act address-
es. If certain types of drugs are to be subject to mandatory restricted distribution
and use arrangements, such proposals should be carefully thought out. Criteria for
inclusion of drugs under such plans should be established with information obtained
from all appropriate sources.

We urge the Subcommittee to secure the views of the American Medical Associa-
tion, the Pharmaceutical Manufacturers Association, and the American College of
Sports Medicine. other health professionals in pharmacy should also be consulted,
as should the Department of Health and Human Services and the Drug Enforce-
ment Administration. These organizations may assist the committee in efforts to
quantify the incidence of asserted misuse of human growth hormone and to develop
necessary recommendations.

In any event, Eli Lilly and Company urges that to add "somatrem and other arti-
ficially produced growth hormone(s)" to Schedule H would be both unjustified and
unwise.

We would be glad to respond to questions from the Chairman and members of the
Subcommittee.

Mr. WAXMAN. Thank you very much.
Mr. Gower, let me ask you about the deterrence value of Sched-

ule II. I've heard that a shipment of Protropin was stolen from a
Caremark location. Are you familiar with the details of that inci-
dent?

Mr. GOWER. Yes; I am.
Mr. WAXMAN. I understand the Protropin was clearly the target

of the thieves, since they went to two different bits. This certainly
seems to confirm the value cf the drug on the black market. What
I'm interested in is that the thieves specifically bypassed a quanti-
ty of morphine, a Schedule II substance, but stole the Protropin.

What are the penalties for trafficking in Protropin compared to
those of trafficking in morphine?

Mr. GOWER. I can respond in two parts. First as to the facts of
ime issue and we are still corroborating with the Department of
Justice and their task force in investigating this incident. I think
that example is one of the best examples of why Schedule II won't
help. The reason that the morphine you mentioned was left there
morphine was left there, and morphine of course is a Schedule II
drug. That drug was stolen from a locked controlled area for Sched-
ule II drugs, preciset what is required by the Act and it didn't
stop the thieves from doing anything, in terms of coming in and
stealing 662 vials.

To date, the only diversion that we know of and in asking the
Department e` Justice lest week, the only one they know of. They
have found exactly four vials of Protropin and their wide range of
investigation is finding hundreds and thousands of vials of steroids
out there.

We think the system although not perfect is working.
Mr. WAXMAN. Isn't it the case that if they had taken that mor-

phine, they could be subject to 15 years for trafficking in morphine
and for taking the Protropin, they may get a 1 year penalty of im-
prisonment.
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Do you believe that the current controls under the Food, Drug
and Cosmetic Act combined with your voluntary controls are suffi-
cient to deter such crimes and punish violators?

Mr. Gowxx. Ws, sir, I do, in the face of testimony this morning.
If Dr. Todd is to be taken literally, that athletes would be willing to
risk death, then to me, 1 year versus 15 years, any prison time
would frighten the daylights out of me but the difference in the
statutory requirements for time served wouldn't seem to be much
of a help in terms of an effective deterrent and it would be much
simpler just to add that on to existing food and drug acts, if that is
important.

Mr. WAXMAN. Make it the same period of time?
Mr. GOWER. Sure.
Mr. WAXMAN. That's one possibility, but obviously if they are

going to be faced with a crime that is going to mean a 15 year sen-
tence, they may think about it and be a little m ,re concerned
about it. It is a stiffer penalty than a fine or 1 year in jail.

Could you supply a list of lot numbers involved in the instances
of this Protropin discussion? We would like that for the record.

Mr. GOWER. We would be happy to. I think Dr. Budetti has al-
ready received such a list. I'll make sure that you get everything
we have.

Mr. WAXMAN. In approving human growth hormone, the FDA
was careful to limit the indications for its use to growth hormone
deficiency. Why did the FDA find it necessary to impose this limit?

Mr. GOWER. Well, sir, that's the only thing that it has proven ef-
ficacious for, ordinary policy.

Mr. WAXMAN. Your company, Genentech, quite candidly, recog-
nized the potential for misuse of human growth hormone and I
commend you for that. I agree with you that your distribution
system is probably unprecedented in the industry.

I do not agree with you, however, that Schedule II would neces-
sarily involve problems such as prohibiting refills and telephone
prescriptions, since we vi ald certainly amend the statute to accom-
modate the usual treatment schedule for children who need the
drug. Let's leave aside our disagreement over Schedule II for a
moment.

I'd like to follow up with you on your statement of support for
legislative restrictions which are aimed at limiting the prescription
of human growth hormone for inappropriate uses. What would you
consider an inappropriate use? How would that be defined, other
than the ones approved by FDA or in some other way?

Mr. GOWER. I would certainly think that the easiest place to
start is for the approved indications being the limit of the use.
That has certainly Bien applied as a standard by the Compliance
Division of the FDA over a number of years and seems to work
pretty well. I think that is a pretty good place to start.

Mr. WAXMAN. American medicine and the pharmaceutical indus-
try have traditionally opposed those kind of use restrictions. Do
you think your proposal would have any serious chance of being
enacted?

Mr. GOWER. Sir, you are asking me to have an opinion in an area
that I'm not qualified to answer.
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Mr. WAXMAN. I assume you would know the pharmaceutical in-
dustry and their historic opposition to this kind of use restrictions.
Do you think they would oppose it?

Mr. GOWER. I think if it was made growth hormone specific, if
you wish, there are certainly a number of pediatricians and pediat-
ric endocrinologists that would like to see this drug controlled in
terms of its usage and I think the chances might be quite good.
They certainly want to keep it out of the hands of sports medicine
physicians. That goes without question.

Mr. WAXMAN. Dr. Thompson, you say that Lilly recommends
that its pharmaceutical products be used in accordance with the
approved labeling. What do you think of Genentech's proposal for
legislative use restrictions? Would Lilly support such an approach?

Mr. THOMPSON. I don't believe there is any evidence that the hu-
matrope, which we just introduced a little over a week ago, is being
misused outside of the label. This is a very special circumstance.
There are only about 300 pediatric endocrinologists who care for
children with hypopituitary growth deficiency and therefore, we
have focused all of our efforts in terms of educating the physicians
to the use of this drug to that small population of physicians. There
are only about 5,000 patients who are being treated for that condi-
tion.

This is not the usual circumstance where the drug may be used
by 400,000 physicians and a large number of patients.

Mr. WAXMAN. Notwithstanding that, you wouldn't agree with
their idea cf Federal legislation with that kind of restriction?

Mr. THOMPSON. I think such legislation would have to be consid-
ered very carefully because of its implications on other drugs.

Mr. WAXMAN. You are not endorsing it, you would want to see
what other implications there are for other drugs. Do you think the
rest of the pharmaceutical industry would be as cautious about
that proposal as well?

Mr. THOMPSON. I can't speak for the pharmaceutical industry but
any legislation obviously deserves careful study.

Mr. WAXMAN. I believe that. What are your thoughts on Dr. So-
deman's suggestion that an inert marker be placed on synthetic
human growth hormone to permit testing that would aid in identi-
fying human growth hormone abuse by young athletes?

Mr. THOMPSON. Such inert markers have been used in clinical
trials in the past, to check whether or not the patient is actually
taking the drugs. For example, one of the most commonly used is
riboflavin, a common vitamin, which can be detected easily. That
certainly could be attempted. I think we would be asked by the
Food and Drug Administration to demonstrate the safety and effi-
cacy, both of the inert ingredient and the combination. There is
always the possibility for some drug/drug interaction or some idio-
syncratic reaction to whatever you added.

Although I think that deserves some study, I do not believe there
is a precedent for the addition of such markers in any currently
marketed drug.

Mr. GOWER. May I comment?
Mr. WAXMAN. Yes.
Mr. GOWER. I was a little surprised by Dr. Voy's statement this

morning that testing couldn't be applied in terms of growth hor-
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mones and it wasn't fitting with my knowledge of what I under-
stood from my scientists. I called back just to make sure, since I am
not a scientist.

I was told there is ns n the literature and in routine use at
Genentech, both blood and urinalysis for both growth hormone and
somatomedin which is the downstream biochemical that is pro-
duced by the liver, and that indeed, at least according to what I
was told today, and I will be glad to share that with Dr. Voy and
anyone else, ought not to necessitate a marker, if there are indeed
test procedures that can be used to track it already.

Mr. WAXMAN. We will have to find out more information about
that. Thank you. Mr. Coats.

Mr. COATS. Thank you, Mr. Chairman.
Dr. Thompson, explain to me again your control procedure. You

are only marketing or distributing to 300 endocrinologists?
Mr. THOMPSON. That's right. That is the target population of our

educational and detailing efforts. When a pharmacy wishes to
supply a growth hormone, that is shipped directly from Indianapo-
lis. That would allow us to detect any unusual use by a single phar-
macy. Because we know these pediatric endocrinologists and where
the patients are located, it is unlikely that any substantial amount
of growth hormone could be diverted from that controlled distribu-
tion system.

Mr. Comm. You are matching, if you receive a request from a
particular pharmacy, you are matching that with your knowledge
or records of an endocrinologist in that area that might be treating
and prescribing?

Mr. THOMPSON. That's correct, Mr. Coats. It is largely done
through the sales force who of course know the physician popula-
tion and the pharmacies as well. We already have one specific ex-
ample where a pharmacy requested a supply of the material and
we couldn't identify a legitimate use and refused to ship it. We cer-
tainly intend to continue that policy.

Mr. COATS. Tell me a little bit about the detrimental side effects
of use of this drug. There seems to be the impression left this
morning that athletesthe word was out that occasional injections,
a 7-week injection period is enough to promote the kind of muscle
growth the athletes were looking for.

How correct is this? What kind of things should we be looking at,
if we are going to spread educational information about this? What
are the facts here?

Mr. THOMPSON. I think there are two possibilities. First of all,
short term use of small doses as described this morning probably
would not have much in the way of measurable effects. The secondthing is

Mr. Comm. Those athletes are getting measurable effects. You
are suggesting that is coming because they are doing it in combina-
tion with steroids and a number of other things?

Mr. THOMPSON. Psychological effect. After all, a large amount of
athletic competition is psychological rather than physical. I do
think, however, as Dr. Voy emphasized, although we don't have
good studies of the administration of this drug to athletes, the nat-
ural disease, acromegaly, provides us with a model of an excess of
growth hormone in adults. We know those people are not star ath-
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letes. They are not the winners in athletic games. They are retual-
ly weak. Drawing from that, I would conclude that we don't have
scientific evidence that it would help athletes and in addition, we
do have scientific evidence that excesses would be deleterious.

In a statement of pediatric endocrinologists recently, they esti-
mated that some of the effects of acromegaly were seen with as
little as twice the it, rmal amount of hormone. We are not talking
about huge doses producing those.

Mr. COATS. You are saying that an athlete that obtains the
growth hormone, even if they are injecting it on a less than regular
basis, could be in a sense oversupplying growth hormone to their
system and subjecting themselves to risk of some pretty disastrous
side effects?

Mr. THOMPSON. I think the harm would clearly out do any hint
of benefit and that if they knew of the consequences of excessive
amounts of growth hormone. they certainly would not try to obtain
it and use it.

Mr. COATS. How can we get this information out into the weight
clinics, the training camps, into the system, about the risks of this
thing?

Mr. THOMPSON. I think the pharmaceutical industry working to-
gether with organizations, with vital interests in sports medicine,
such as the American College of Sports Medicine, the Olympic
Committee and so forth, can easily provide this information to the
athletes.

Mr. COATS. What are you doing to do that?
Mr. THOMPSON. We are mounting a major educational campaign

with growth hormone that has been directed primarily towards the
hypopituitary children with growth defects. Obviously, we have a
large track record of educating the public with drugs such as insu-
lin, for example, which is an over the counter product. We worked
with the American Diabetes Association and other organizations to
make sure that diabetic lay people know about that drug and the
consequences of diabetes.

Mr. COATS. Are you doing anything to get the information about
the potential negative side effects into the hands of the trainers
and the Olympics people, college coaches, all those people that are
associating with the athletic side of the use of this drug?

Mr. THOMPSON. So far in the first 9 days of our marketing, we
focused on the physicians and the parents and patients, the chil-
dren who have the disorder. We certainly stand ready to work with
other people in providing this information. We have the informa-
tion.

Mr. COATS. Tell me about this drug testing facility that you
helped fund for the Pan American games. Will that facility have
the capability of testing for growth hormone and will they do that?

Mr. THOMPSON. The facia y has a capability of measuring growth
hormone, however, that would be difficult to do in athletes. As Dr.
Voy I believe pointed out this morning, the drug does not immedi-
ately increase athletic performance. If one were using the drug and
stopped a number of days before competing, I do not believe one
would find meastrably increased amounts of growth hormone.

The humatrope product that we make is exactly the same as a
normal pituitary hormone.

Ji`A ,J.)
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I think that will be a difficult issue and that one would only be
able to detect its misuse if one measured it shortly after the injec-
tion.

Mr. COATS. Dr. Gower, do you want to comment on that? You
mentioned that you thought testing was a viable alternative.

Mr. GOWER. First, let me clarify that I am not a doctor. What I
said was our physicians and experts in this area when I called, just
to clarify that point, felt that although Dr. Thompson is quite cor-
rect in terms of the short term ability to detect growth hormone, it
can be detected in the urine, it doesn't require blood sampling,
which was also one of Dr. Voy's points. Second, there is a down-
stream biochemical that hangs around a bit longer, which is called
somatomedin.

Mr. COATS. How long does that hang around? Do you know?
Mr. Gown. The studies that I had quoted to me over the phone

showed that in cases of prolonged use of the drug, it was detectable
in a matter of some weeks later. It wouldn't be at long per As of
time. I was quoting a study from Japan and one that's in publica-
tion or about to be published out of the University of New York.

Mr. COATS. Could eithf :r of you comment on what placing this
growth hormone on a Schedule II basis would do to its price? What
is involved from your standpoint and how does that affect the
price?

Mr. GOWER. From our standpoint, meaning the manecacturer, it
wouldn't affect the price. However, where the impact on the chil-
dren would be, would be from the passed on mark-ups at the phar-
macy level, from tne burden of having to keep a separate inventory
and go through the very burdensome paperwork that is involved in
a Schedule II drug.

I can't predict e-:actly what that would be. In the past, when
drugs have been scheduled, albeit very different drugs than this
and one would hope pharmacists would be responsible about this
very expensive medication, there have been associated pass ons of
the costs required to comply with Federal regulations on the part
of the pharmacies.

Again, from the manufacturer's level, I wouldn't anticipate a
price increase.

Mr. COATS. Of course, considering the volume, the low volume of
the distribution of this drug, I wouldn't think that would be exces-
sive, even at the pharmaceutical level. They are not making hun-
dreds of entries a day.

Mr. GOWER. I think on a drug this expensive, any percentage
mark up would be excessive when applied to the family of the chil-
dren that have to pay for it. That's really where I was focusing.

Mr. COATS. What is the current cost for a family for treatment of
this, per month?

Mr. GOWER. From our post-market surveillance study of almost
2,000 children, the average patient weight was about 25 kilograms,
the average dose, about .07 miiligrams per kilogram and at the av-
erage injection of three times a week, an acquisition cost based on
distribution through Home Health Care of America, it would be
just under $12,000 a year. It is very expensive.

Mr. COATS. If an athlete wanted to get on a viable program of
prolonged injection of growth hormone for a period of time suffi-

8
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dent to really make a difference, how much is it going to cost him
and how long does he have to be in the program?

Mr. THOMPSON. We don't know what the effects would be in ath-
letes of giving them virtually any dose but remember that the dose
is usually related to body mass and athletes have an average body
mass of probably at least four times that of the children that you
cited. Knowing the general pharmacology of the drug, I doubt that
you would see very much effect in less than a period of months. I
think it would be a significant cost barrier.

Mr. COATS. Several thousand dollars?
Mr. THOMPSON. Oh, yes.
Mr. COATS. Easily, _several thousand dollars, which I 34sume

would make it a little bit easier to trace, because they are /laving
to procure the drug in pretty sufficient quantity. It is not just an
occasional box of Protropin that somebody gets through the mail.
That box that we had this morning, that dosage, how long would it
take a 200 pound athlete?

Mr. GOWER. It wouldn't be sufficient for a 200 pound athlete. It
wouldn't even be one dose.

Mr. THOMPSON. If you want to look at approximately doubling
the normal amount of growth hormone that is put out by your pi-
tuitary gland.

Mr. WAXMAN. Would the gentleman yield?
Mr. COATS. Yes.
Mr. WAXMAN. Isn't part of the problem that we don't really

know what the impact is this drug will have on people who want to
use it for purposes other than those for which it is intended? Be-
cause we don't know that, athletes will believe that it is going to do
them some good. Isn't it also the case with steroids? Many people
thought steroids didn't do anything good for athletes for many,
many years, although the athletes believed it, and it turned out
steroids did increase their athletic ability.

Isn't there a credibility problem? You are saying even without
the sufficient knowledge to make this absolute statement, this
won't do any good for athletes, for those athletes that look back at
the steroid example and think that if something is going to make
somebody taller, why wouldn't it be helpful for them to be more
competitive, to take this.

Mr. THOMPSON. Mr. Chairman, we are in fact pursuing research
on growth hormones to lezrk at its metabolic effects on protein, on
carbohydrate, on fat in the body, on bone metabolism in the body
and so forth. We will learn a lot more about this hormone in the
next couple of years, even if we don't have any research directed
directly at athletic performance. And I think that information is
important. More important in having the information in our hands
or in medical journals is getting it in the hands of athletes. And
that's why I emphasize the importance of educational campaigns.

Mr. WAXMAN. What can you tell them? You can tell them you
haven't done the studies, so you don't know how effective it really
is. You think there are some downsides to it, that there's a risk,
and you may even want to tell them you don't think it will do
them any good. But the problem is they may not believe you, and
probably won't, because they were told that steroids wouldn't do
them any good, either, and they are going to think therefore why

...



134

not take it. It may do some good, why not, and the athlete would
say to himself, I never believed all those stories about the side ef-
fects, because after all I am somewhat invincible anyway. I guessthat's the problem that we may be facing.

Mr. Gowut. Mr. Chairman.
Mr. WAXMAN. Yes, Mr. Gower.
M. GOWER. I think you bring up a valid point. That's in essence

what I was saying in terms of thethe misuse really is one of anathlete who, as we heard this morning, is driven to do some pretty
irrational things in the quest for greater athletic performance. But
at the core of specifically the DEA scheduling system is nothing
that would change that and, more importantly, nahing that would
change the ability of theft", and diversion aside, if I may, because Ireally think that's a separate issue. It would not deter a physicianfrom prescribing for anything they wanted to. In fact, the section
of the Federal regulations that relate to scheduling, and so you'dhave to do quite a bit of surgery, quite honestly, state that the re-sponsibility for proper prescribing and the dispensing of the con-trolled substance is upon the prescriber.

DEL makes no attempt to address that.
Mr. WAXMAN. I don't think our fear regarding athletes is what

the doctors will prescribe. Our fear is that through this diversion
area or chain, people can figure there's money to be made by di-verting it, and they're going to get ahold of it, not because of doc-
tors prescribing it, but because they're likely to feel that they cantake the chance, since it's not 15 years in jail, that maybe they canget away with it, because they stand to make a lot of money.

Mr. GOWER. You may have a very good point on the jail. I don't
have an opinion on that. It sounds logical to me. But I think thepoint I was trying to make earlier, and the point, that I believe theLilly folks were saying as well is that the existing distribution sys-tems in place are arguably, and I think corvic.cingly, already morerestrictive than that required by DEA schedaLng in terms of

Mr. WAXMAN. I don't see how you can say that when we already
had an example this morning, and you haven't been marketing itfor that long. Someone was able to pick up a whole boxful of this
stuff very, very easi eN en though you claim you have a controlsystem in place ,Ffective. It obviously wasn't effective forthat box, and I c it's more effective than Schedule II, be-cause I think Sch. tioids out the hope of being as effective asit can be for these .4ed substances.

Mr. GOV/ER. I'm soi.y to reiterate, but again in collaborating
with the Department of Justice in their task forceexcuse me,DEA and FDA and their task force on steroids and abuse in athlet-
ics versus the hundreds of thousands of vials, there have been ex-actly five vials of protoprin that they have uncovered. Their state-
ments to me were it is very hard to get.

Mr. WAXMAN. Well, I thank you for your testimony. We will look
forward to talking about this issue further while working with youto see what we can do about a problem we hope will not become
more widespread. Thank you very much.

Our final witnesses this morning have been asked to appear rep-resenting parents of children suffering from growth disorders.
Sheila Chadwick is from Reston, Virginia, and the parent of an 18-

1 4 0



135

year-old young man who has used growth hormone since 1978. Carl
Coussan is a parent and public affairs coordinator of the Parents
Council for Growth Normality. We welcome the two of "ou to our
hearing today. We have your prepared statements. We would like
to ask, if you would, to summarize in no more than 5 minutes.

Ms. Chadwick.

STATEMENTS OF SHEILA CHADWICK, RESTON, VA; AND STEPHEN
CARL COUSSAN, PUBLIC AFFAIRS COORDINATOR, PARENT
COUNCIL FOR GROWTH NORMALITY

Ms. CHADWICK. I am Sheila Chadwick. Thank you for ha-ing me
here, Congressman Waxman and Mr. Coats.

I have come with a picture so that we can personalize what it is
we are talking about. May I bring this up to you?

The child in the gold colored jacket is my oldest son. At the time
this picture was taken, he was 9 years old. I think that you would
find it very difficult to recognize that you were looking at a 9 year
old child in that gold jacket. He had not yet started on growth hor-
mone treatment, and his bone age at that point in time was 4%
years of age.

For 5 years we had been very concerned about his obtaining
treatmei,t, because we knew he had some kind of growth disorder.
AL of the tests indicated that he had some circulating human
growth hormone in his system. Consequently, by the rules that
were then in regular use, he was unable to obtain human growth
hormone for treatment because he did not qualify to get it. That
was a regulated drug, administered by the National Hormone and
Pituitary Agency.

For 5 years he also did not grow. About 2 weeks after the picture
was taken, he was retested and this time, given the same set of
tests, was found to have a total deficiency of circulating growth
hormone, therefore qualified to tak the drug, and was considered
for research protocol.

Because of the scarcity of biological growth hormone, it was 8
months before he was able to obtain 'he start of treatment. So at
that point he was 9Y2 years old.

Since 1978, and up until the drug was withdrawn from the
market a year and a half ago, he was on biological growth hor-
mone. Within 6 months of taking the drug, he did begin to grow
and experienced internal maturation as well as external matura-
tion.

My other picture was taken at the time he stopped taking the
drug, and you will find that he is the youngster over here. He's
still the oldest one of the crew. He's 5 foot 3 inches. The remaining
children will all be about 6 foot 5 inches or taller, ar their father
and I are both quite tall.

If this legislation that has been proposed goes into effect, I think
that it will affect a large number of parents that have been in the
same boat that I have bee.! in the 9 years or actually 18 years of
attempting to obtain treatment for my son.

The DEA scheduling requires certain kind of recordkeeping, a
certain amount of quota based on historical usage, and a certain
requirement for visitation in order to have access to the drug. It
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has already been discussed before, what the visitation possibilities
are, and what kinds of waivers might be involved. There is no ques-
tion that if such waivers did not occur, that there would be an ex-
traordinary 4:apense to families to get in one case a family flying
from Chicago to Charlotte wille in order to pick up their child's
Protropin. In another case a family from West Virginia going to
Johns-Hopkins and so forth.

The treatment centers are widely scattered and the parents are
all over the country.

Aside from the normal visitation sc aedule, we have stated and
have heard stated any number of times that the requirement is
that the child be hypopituitary. In the case of my son, as I indicat-
ed earlier, for 5 years he did not receive treatment because he was
not regarded as hypopituitary. He clearly had a growth disorder,
but nobody could say what it was and no one would give him a
trial of the drug because biological growth hormone was in such in-
credibly short supply.

We would, with the quota system any very strict regulations for
a child passing tests that indicate procedurally that he is hypopi-
tuitary, find ourselves in the same situation that I was in wit's my
son, and many, many other parentsindeed, three quarters of the
parents whose children currently take human growth hormone
today are lot parents of documented hypopituitary children. About
one third of the children taking human growth hormone have hy-
popituitariasm subsequent to a brain tumor, but the remainder
have various other causes in terms of why they have a child that
doesn't grow, and most of those are not diagnosed.

So those children would all be liable, their physicians would be
liable to criminal penalties under the DEA if they prescribe for
those children on a trial basis.

In fact, my son at 15 again had human growth hormone circulat-
ing in his blood, and therefore was not able to obtain access to a
particular research protocol we wanted him to go cl.

We nevertheless continued him rn human growth hormone for
the next 2 years, and he did grow. He would not have grown with-
out it.

I have indicated in my testimony that I have a suspicion that my
son may need to have some kind of a maintenance dosage of
human growth hormone. We have no knowledge whatsoever of
what happens to the children who have been on human growth
horn one after they reach maturity. There has been no research.
We don't know what it does to athletes, because we don't have any
research even on what it does to acknowledged type of pituitary in-
dividuals who have been on this drug before.

I really think that we have been talking about quackery in the
morning, and what the side effects for society of quackery are. In-stead, I do believe that we should be focusing on the group for
whom this drug was developed. And if we do that, I think the logi-
cal answer is to initiate research, governmer ',directed research,
that would be a coordinated program that would reveal what this
drug in fact does.. 1 I have proposed in my testimony an adviso-
ry panel to that efft... ,.

In that case, I think we would have the substance of an educa-
tional campaign that the 3ther individuals have spoken about that
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might in fact make it ridiculous for the athlete to spend he
$40,000 to $50,000 a yelr he would need for the equivaiant treat-
ment that a child currently has at say $20,000 a year for a teen-
ager size in growing, using this drug.

I would also like to add that I do not have any ties to any drug
companies, I have no investments. The only personal stake that I
have is in this youngster and in the children of other parents with
whom I have associated over the years in obtaining treatment.

[The prepared statement of Ms. Chadwick follows:]

STATEMENT OF SHEILA BRASS CHADWICK

Mr. Waxman and Honorable Representatives, My name is Sheila Chadwick. I live
at 11204 Hunting Horn Lane, Reston, VA 22091. I am the mother of an 18 year old
son who has used human growth hormone since 1918. I am offering testimony re-
garding the proposed legislation to place HGH on regulated Schedule II status ac-
cording to the "Controlled Substances Act." My concerns are based upon my person-
al oiperience in obtaining treatment for my son, and a great deal of additional ex-
perience in the parent support group I initiated with pediatric endocrinologist Dr.
Val Abbassi, MD., of Georgetown University, in 1980, through which group I have
learned a great deal about the P.....omsibility of treatment for various growth disor-
ders and helped many other parents obtain guidance and treatment for their chil-
dren's growth problems. I have no special ties or investments with any drug manu-
facturer, treatment center, or physicians' group. I speak only for myself, but many
of the parents in my .grot p echo the same concerns about this proposal that I have.

As a parent, my primary concern is obtaining treatment for my child. To this end,
what is important to me is an accurate diagnosis, safe, efficacious, accessible and
affordable treatment. It is essential that there be ongoing, coordinated research to
uncover the complex interrelationships of the many different symptoms of growth
disorders besides extreme short stature. It is my understanding that the purpose of
this bill is to inhibit abuse of HGH. I am not sure if the bill would succeed in doing
that, but I feel sure that it would harm the population that HGH vas developed to
help: children with growth disorders.

The regulations would require specific record keeping and dispensing documenta-
tion by physicians and pharmacists. This might deter unscrupulous t3,:spensers out
to make clunk dollars on the HGH "fad" in which the drug is regarded as a panacea
for weak m4scles, flabby thighs and wrinkles as well as getting skinny six foot
Johnny to 6 foot, 6 inches so he can play basketball. While such uses may be repre-
hensible in so far as there is currently little evidences that they work, and so would
merely be costly quackery, nevertheless, they also pose no threat to the general
public in the way mind-altering orugs and their related addictions do. Although the
excessive dosage of HGH has the ptential to harm, the likelihood of a user continu-
ing a drug so costly as HGH with no beneficial effect seems extremely remote.
Indeed, the steroid drugs which are not regulated, seem to be biologically much
more dangerous, yet there is ample evidence throughout the world that they are
overused and abused. I am concerned that increased and mandatory record keeping
may exacerbate the costs without really curbing abuses. But I am more concerned
that fear of a "record" of HGH ; escriptions will deter legitimate physicians from
appropriate trials of the drug wit well-selected cases. I fear that the proposed bill
is premature because so little is known about how HGH works. The history of ad-
vances in treatii g children with growth disorders has been through trial and error
and fortuitous physician experiments.

When my son began his treatment with HGH, I had been tryi-o. for 5 years to
obtain help with his obvious growth retardation. I began when he was 4 years old,
at a prestigious University Hospital after my pediatrician observed my son's growth
failure for more than a year. My son was subsequently given a complete test series;
we were told that he had no underlying disease, did not lack HGH, and might be
suffering from "maternal deprivation." In any event. there wail nothing that could
be done to help him. "Come back in 5 years if he is still having problems." At the
time of the original tests he was a standard deviation below the bottom of the stand-
ard growth chart. We went to a psychiatrist, but still he did not grow.

At 8, when our son was again tested he failed each of the four tests of HGH activ-
ity; it was 8 months before treatment could be initiated because NHPA (National
Hormone and Pituitary Agency) hormone was in such short supply. The gains were
dramatic after he began to take HGH; not only did he begin to grow normally, but
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internal maturation took place as well; he gained fine muscle coordination as well
as gross muscle improvement. Within 6 months of starting treatment, he could
write legibly, kick a soccer ball and had a dry bed. But our physicians could not
explain the mechanism by which this internal maturation occurred; they had not
predicted these benefits would come along with improved growth velocity. My son
was removed from the learning disabilities class in school and placed in the gifted/
talented program.

Imagine how I felt when I could stop blaming myself for my beloved child's
growth disorders, and help him achieve normality and competence at life's everyday
tasks, as all his younger brothers could.

When he was 151/2, I learned of a special research protocol that might delay pu-
berty to enable him to have more years to grow, as he had "lost" much potential
growth in the 5 years without treatment. In order to qualify, HGH deficiency tests
were again done. This time however, he showed levels of circulating growth hor-
mone greater than the permissible maximum for the study. The several endocrinolo-
gists involved discussed what the circulating HGH might mean. Was he now produc-
ing enough not to need HGH, or was his own HGH not "bioavailable" to him? No
matter. He did not qualify for the study though we pointed out that his early child-
hood tests also showed HGH but the child dramatically failed to grow for 5 years,
until HGH therapy was initiated. We elected to keep him on HGH therapy until
epiphyseal closure, when long bones stop growing. Unfortunately that came all too
soon with his active puberty.

Last June, at age 17, HGH therapy was discontinued. Since that time, it has
become clear that there is a metabolic disturbance leading to incipient obesity that
could be very dangerous to his health. Is the minute amount of HGH adults have
circulating a mechanism of appetite control (homeostasis), the "appestat" the lay
magazines describe in dieting articles? Last year he could bench-press a respectable
weight, but this year he has perceptibly lost muscle tone. We think it is probable
that although he is no longer growing taller, he may require a "maintenance
dosage" of HGH, possibly throughout his lifetime, to mimic the normal HGH regu-
latory effect in normal people without growth disorder. Until the advent of bio-
synthetic growth hormone, such a therapy would be unthinkable because of the
short supply for other equally needy dwarfed children. Now, the trial could be made
thanks to the availability of a plentiful supply of HGH. But there is no precedent
for preslribing HGH for the condition I have described in my son.

My point in recounting this history is that we simply do n A know enough about
growth disorders and HGH to limit the research physicians may be willing to under-
take if they don't have to fear penalties. My child would benefit by such continued
research. He certainly won't grow taller, and I am well aware of the potential side
effects of overdosage, but obesity iz itself a killer. Yet if HGH were regulated on
Schedule II, the endocrinologist prescribing for him would be liable to criminal pen-
alties. Had Dr. ' ^r any of the early discoverers of HGH treatment been so
r ..gulated, the HGH treatment that has benefited so many hypopituitary youngsters
might not have been found. What of the many non hypopit children who may bene-
fit as well? The evidence for improvement in stature in girls with nrrier Syndrome
is row well-documented. I know of several IUGR (intrauterine growth retardation)
babies who only grow with HGH endogenously administered through tests indicate
they he-- their own supply, which seems to not be "bioavailable" to them. There is
a large of extremely short children, usually described as "constitutionally de-
layed" who are often treated with the steroid "Anavar", but who in fact might have
safer and better results with HGH.

I have received up to a hundred telephone calls in a year asking me for physician
referral and treatment information. Approximately 20 percent have gone on to dis-
cover their children have HGH treatable growth disorders. Considering that most
callers are sophisticated enough to have found the name of our local group and the
phone number, you can appreciate that most also had regular pediatric care for
their children, yet the growth disorders went untreated until the parents looked fur-
ther for help. The majority of parents were appropriately very cautious in initiating
drug therapy and began only after considerable deliberation.

It has been estimated that for every child receiving treatment, there may be five
(or even more) who remain undiagnosed. And at present etiological diagnosis is still
in its infancy for growth disorders: what cauws many cases of retarded growth, or
growth failure, simply is not known. I have been told by physicians that a third of
HGH recipients are children with hypopituitarism su uent to brain tumors.

at of the remainder? Like my son, most may be diagn as "grow, h disordered,
cause unknown." They may have circulating HGH that mules and goes, but doesn't
seem bioavailable. And they may have many symptoms related to their growth dis-
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orders but most of the symptoms' causes are likewise unknown. I have met many
parents whose children were not treated when only biological HGH was available,
because their dwarfed children's lack of endogenuous growth hormone could not be
documented with the tests then in use. Most of these children grew up to be
dwarfed adults with the many liabilities extreme short stature incurs. Their young-
er siblings benefited by newer tests and are growing thanks to HGH therapy.

If the proposed legislation is enacted, physicians will be reluctant to engage in the
kind of ad hoc experiments on individual patients that have been so productive in
the past; with drug production maximum quotas there Also will be limited drug
availability to perform such trials. Quotas can limit the amount of HGH available
for the expected increase in the diagnosed growth disordered population as new pro-
cedures and tests are created and we learn more about how HGH interacts with
other circulating blood chemicals. Quotas also eliminate the market incentive for
improvement of this drug, though most parents have felt great relief that a methio-
nine-free product, more like biological HGH, is being developed which we hope will
be safer than the currently approved product.

Restriction of access to the drug harms those most in need of fIGH. Many parents
mist travel great distances to have their children tress:'; we they required to
make monthly treks to hospital pharmacies with repeat charges for office visits,
their children's therapy might become physically and financially impossible for the
parents to undertake when the costs of HGH are already so very high. Even if the
direct access restrictions of Schedule II were waived for documented hypopituitary
children, the majority of children with growtl iisorders would remain with a pro-
hibitive obstacle in obtaining treatment. No law should so burden parents. We have
been through so much already trying to find out why our children don't grow.

I believe that the committee's purpose in proposing this legislation to curb HGH
abuse is praiseworthy. I appreciate that the hill's cl afters have met with parent
groups and listened to their concerns, and have even suggested special amendments
to the operation of Schedule II restrictions that if carefully worded would hopefully
eliminate the visitation and refill problems of accessibility of the drug for children
with growth disorders of various types. I do not however believe that this legislation
would effectively eliminate, or even retard abuse of the drug. I would like to offer
for the committee's consideration a mechanism that would benefit the many chil-
dren with growth disorders, and which might also restrain abuse of HGH.

The time has come for establishment of an advisory council similar to the profes-
sional diabetes council established by Congress in the 1970's under NIDDK (Nation-
al Institutes of Health-Diabetes, Digestive and Kidney disorders) auspices which ran
direct and plan for growth disorder investigations so that controlled, cohesive stud-
ies may be undertaken. Probably sm... a group would best fit in the NIH Institute
for Child Health and Development (NICHD) as it would plan and coordinate re-
search across the wide range of growth disorders. I would hope it would have lay
group advisors to represent the parents' concerns as well as interdisciplinary profes-
sionals because endocrine and neurological functions are vitally involved.

A Growth Disorders Advisory Council could initiate research imperatives includ-
ing such questions as the role of HGH in obesity or athletic prowess (which is
muscle development, strength and coordination) thus short circuiting the abusive
situation and providing socially useful answers that may impact on all of us. It
seems incredible that at present there are no medical studies following HGH chil-
dren after they are physically grown, although a few researchers are studying psy-
chological development. What happens to these children in maturity? Do they in
fact need continued medical assistance to function normally? No one knows. As
growth is the fundamental process of life, I would hope that research would also be
directed at understanding why growth disorders occur. There are some forty dis-
eases that have concomitant growth disorder and growth retardation yet no one
knows why. Research that took place when HGH was administered by the NHPA
was primarily physician proposed, and primarily directed toward improved treat-
ment modalities. Most of the funds given as career starter grants likewise come
from researcher proposals. There is no coordination of research, no cohesive presen-
tation of it, no intergroup cooperation among the various specialities that may deal
with the assorted symptoms. And so, we know little more today than we did 30
years ag.. -bout the real etiology of growth failure. We don't even know why endo-
genuous 11/4.7H may fail to produce growth yet exogenuously administered HGH
often will work.

As a parent, I feel frustrated by the system. For years we begged for treatment
for our child, as we were sure he needed "something'. When he got treatment and
it succeeded, we were disheartened by the capriciousness of availability of the drug,
he qualified to receive the minimum dosage, but a little more might have given him
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"catch-up growth" . . . perhaps eight inches . . . for the 5 years of no treatment. We
were dismayed at the cost when finally a commercial source became available to
supplement the inadequate supply. We became deeply worried at possible danger to
our child when HGH was withdrawn because of the Creutzfeld-Jacob cases, and
angry that NIH's Dr. Gadjusek's warnings of potential CJD contamination went un-
heeded for 5 years, until deaths occurred. We joined other parents to lobby for funds
that might save children's lives if a thorough epidemiological survey was undertak-
en, and have regularly returned to Congress to add our testimony to the need to
guarantee this project and maintain the necessary NIH budget that brings life and
hope to so many. A growth disorder advisory council is very inexpensive. It can un-
cover gaps and plan for the future as no other agency can. It can provide informa-
tion that would stem abuse of HGH and the related drugs I am sure will someday
be available, and should it uncover valid other uses of the drug, that could only help
bring down its cost and encourage further orphan syndrome investigations in the
private sector.

In closing, I urge you to consider my proposal for a growth disorder advisory coun-
cil under NIH auspices and table the proposed regulatory legislation for the time
being. I have discussed the idea of an advisory council with a number of leading
physician-researchers and they are enthusiastic about the potential ofa well-chosen,
interdisciplinary council to benefit their patients with growth disorders. While
abuse of HGH may be immoral, the public effect of HGH regulation would be truly
harmful. The proposed bill would hurt the very population for whom the drug was
developed. It would result in decreased physician experimentation in valid situa-
tions and limit availability to an increased population of children recognized as
being growth disordered. We parents do not need legislation to restrict access to
treatment for our children. We do need laws to encourr to research into what HGH
can do to aid children with growth disorders and possibly to treat related conditions
in which the body's natural growth regulation mechanism breaks down. I urge you
to help us get the help we really need; publicly directed research is the only way to
stamp out quackery and misuse of HGH.

Thank you very much for this opportunity to share my views with members of the
committee.

Mr. WAXMAN. Thank you very much.
Mr. Coussan.

STATEMENT OF STEPHEN CARL COUSSAN
Mr. COUSSAN. As I said, I am Carl Coussan. I am the parent of a

growth hormone deficient child, who had received both the pitui-
tary-derived growth hormone as well as the synthetic variety.

I am also a representative of the Parent Council for Growth Nor-
mality, which is a non-profit volunteer organization of families of
children who require human growth hormone for normal physical
development.

Mr. Chairman, in the last 2 years, our families have been
through an extraordinary situation, which has been both danger-
ous and extremely stressful for several reasons.

Since the early 1960's, approximately 10,000 individuals have re-
ceived the pituitary hormone in treatment of growth hormone defi-
ciency. In April of 1985, my family, along with thousands of others,
was devastated by the news that three individuals had died of
Creutzfeldt-Jakob disease, which was a rare and invariably fatal
neurological condition. The deaths, as you know, were linked to
contamination of the pituitary hormone.

This drama will be played out over the next 10 to 15 years, while
we wait to see whether our children indeed were exposed or infect-
ed and whether or not they come down with this terrible and horri
Eying disease.
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In addition to having to shoulder this incredible buTden, we cur-
rent parents have the strain of continuing to provide treatment for
our children who are still in treatment at an incredible expense.

According to our records, our member families pay an average of
about $17,000 annually for treatment with Protropin. My own son's
annual expense runs slightly over $21,000. The high-end figure that
we are aware of is nearly $30,000.

So in addition to wondering if indeed our children may at some
point come down with CJ disease, we still are subject to all of
these strains of treating a chronic illness or a chronic disability.

Left untreated, our children will definitely be inflicted with a
crippling disability. We're not talking about a cosmetic situation
here. We're not talk about the difference between 5'11" and 6'2".
My own child will be 13 years old at the end of this month, and he
is only slightly over 4 feet tall, this after over 3 years of treatment
with growth hormone. So you can see the type of situation that
we're up against.

While we appreciate the verbal assurances that have been made
by you, Mr. Chairman, that the interests and the needs of our chil-
dren will be provided for, you must excuse our skepticism.

In the last 2 years, we have been treating out children with a
product that we were originally assured was entirely safe, without
side effects, a natural body sumtance. Because of that treatment,
we now live under the shadow of a fatal, incurable disease.

We were originally told that the synthetic hormone would be ad-
vantageous to us, because it had the possibility of being much
cheaper. I have media articles which refer to the annual cost as
being $5,000 to $6,000. With the that I see on a quarterly
basis, that statement is laughable at this point.

We were told that the research to determine what the risk factor
of C-J to our children might be would be immediately underway,
instead we find ourselves each year fighting for those appropria-
tions before the appropriate subcommittees.

We depend on no one but ourselves at this point. We know that
if we want to obtain the treatment that is necessary for our chil-
dren, if we want to make sure that it is safe and efficacious, if we
want to make sure that we had adequate affordability, adequate ac-
cessibility, that we have to take the issue into our own hands and
do what can be done.

So you will excuse our natural skepticism, I hope, in terms of
what public policy might be.

We are concerned that our children be:ome the main and pri-
mary focus of public policy on the growth hormone issue. It frankly
galls us that the motivation for this legislation and many other
forms of public policy regarding growth hormone has as its pH-
mazy focrs other groups than our children, who are, after all, the
main reason for the existence of this drug, the only legitimate
reason for the existence of this drug at this point in time. And at
this point, we can only hope that you will continue to consider our
children as the primary focus.

It is not longer enough mainly for public policy to be benign in
relation to what our children's needs are. We have to be assured
that our children wilt be t! primary focus in ongoing treatment.

Thank you.
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[The prepared statement of Mr. Coussan follows:]

TESTIMONY OF STEPHEN CARL COUSSAN, PARENT COUNCIL FOR GROWTH NORMALITY

Mr. Chairman, I am Stephen Carl Coussan, parent of a growth hormone deficient
child, and representative of the Parent Council for Growth Normality (P..:GN), a
non-profit, volunteer group organizatico of parents whose children require human
growth hormone (HGH) for normal ph.,3ical development. It is my intention to
present to the subcommittee the concerns of our families regarding the proposed
changes in the regulation of synthetic (rec.mbinant) HGH, and to provide some in-
sight into Pm plight of those who, for greLl or ill, will be most affected by its deci-
sions. A common threat in the history of HGH treatment has been the creation of
policy for research, modes and delivery of treatment, and administration and over-
sight in an environment which isolated the patient-consumer and discouraged par-
ticipation in decisions that intimately affected health and quality of life. We are
grateful to the subcommittee for the opportunity to express our concerns as a part
of the process, rather than merely its subject, and urge you to remain mindful that
your deliberations may affect our children for the rest of their lives.

Growth Hormone DeficiencyLeft untreated, the HGH deficient child will fall far
short of five feet in adulthood. Studies have documented the stresses on these chil-
dren and their families emotionally, socially, academically, and environmentally. In
addition, growth hormone is necessary to proper functioning of the body's metabo-
lism, a life-threatening concern to the percentage of HGH children who are hypogly-
cemic. Fortunately, our children's disability is correctable, with injections of re-
placement hormone enabling them to approach normal adult height. Our sense of
urgency in providing uninterrupted treatment will be clear, however, when it is re-
alized that HGH is only effective until the long bones close during puberty, at which
time no further height gain is possible.

Treatment BackgroundSince the 1960's approximately 10,000 Americans were
treated with HGH termed from human pituitaries harvested during autopsy. On
April 19, 1985, our families were devastated by the news that three former hormone
recipients had died of Creutzfeldt-Jakob disease (CJD), a rare, degenerative, invari-
ably fatal neurologic disorder for which there is neither treatment nor cure. The
deaths were linked to contamination of hormone produced and distributed by an
agency of the National Institute of Diabetes, Digestive, and Kidney Diseases
( NIDDKD) by the viral agent thought to cause CJD. In response to the crisis, the
FDA halted distribution of the NIDDKD hormone, as well as the two extant com-
mercial products. Children then in treatment were left facing the spectre of expo-
sure to an incurable disease, and with no safe source of the product they desperately
needed. The hiatus in treatment, critical time that may never be recouped by our
children, continued until October, 1985, when a synthetic HGH product, Protropin
from Genentech, gained FDA market approval. Protropin remained the sole source
of treatment until March, 1987, when a second recombinant product from Eli Lilly
was approved.

Parental ConcernsIn a situation replete with inconsistencies and shifting focal
points, our concerns on behalf of our children remain constart and unswerving:
they require a safe, efficacious source of growth hormone, readily available to all
growth hormone deficient children, which our famines can reasonably afford to pro-
vide. We must, therefore, consider every action, including the proposed regulation
changes before this subcommittee, in light of these concerns. While potential misuse
or abuse of any drug is of interest to responsible citizens, we strongly feel that the
primary focus of any legislation regarding HGH should have as its first priority the
protection of the iegitimate medical needs of the patient population. In this in-
stance, our children are the only current legitimate recipients of recombinant HGH,
and, indeed, are the reason for its existence on the market. While we, as parents,
realize that this proposed legislation was not aimed at harming our children, nei-
ther was it aimed at helping them; in fact, our children's medical needs did not
enter into consideration of these proposed regulatory changes. Therefore, Mr..
Chairman and members of the subcommittee, we urge you to carefully consider all
the possible implications of this bill as it may affect our children's treatment and,
ultimately, the rest of their lives.

Safety and EfficacyWe are deeply concerned about the possible chilling effect of
Schedule II status on ongoing research into growth hormone therapy. Although re-
combinant HGH does not carry the risk of biologic contamination inherent in the
pituitary-derived produc.s, long-term issues of safety and efficacy have yet to be re-
solved. It is sobering to consider that, despite 20 years study with 10,000 individuals,
the pituitary HGH experience ended ;n disaster, to be replaced by a product tested
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for 7 years on fewer than 100 patients. Already living with one medical tragedy, we
cannot help but fear that any regulation which would tend to depress widely-based,
ongoing research may work to the detriment ofour children.

Research and SiagnosticsIn classing recombinant HGH with drugs such as mor-
phine and Dilaudic4 Schedule II status may well serve to make researchers, physi-
cians and parents reluctant to pursue HGH study and treatment with HGH defi-
cient children. Current diagnostic methods for determining HGH deficiency are
often imprecise and inconclusive. In many cases, including our own, diagnosis be-
comes a combination of observations of retarded bone age, abnormally small stature,
certain physical characteristics, and very borderline, inconclusive lab test results.
Growth then becomes the ultimate diagnosis: the child is usually put on HGH ther-
apy for a quarter (3 months), and growth is closely monitored. Response to HGH
injections is then considered the final diagnosis of HGH deficiency. In associating
HGH in the minds of parents and physicians with "frightening" drugs, how many
children will fail to receive treatment, turning a correctable problem into a life-long
disability? The Catch-22 for our children is that, without continuing research and
study, diagnostic methods will not improve for lack of data.

AvailabilityThe demographics of growth hormone therapy are almost entirely
restricted to regional centers, to which HGH deficient children and their families
travel on a quarterly basis (four times annually). Genentech has been very sensitive
to the suggestion of potential misuse of their recombinant product, and has limited
distribution to hospital pharmacies connected to these centers, and to a health care
delivery system where no hospital pharmacy access is available. Eli Lilly has indi-
cated that they plan to follow much the same plan of restricting distribution. Both
companies have taken what we feel is a very responsible and circumspect position
in restricting availability only to those who should legitimately receive their prod-
ucts. Under the proposed Schedule U designation, parents and children would have
to travel to regional treatment centers not four but twelve times a year to receive
their HGH prescriptions, with a resultant three-fold loss of school and work time,
and home health care delivery would become more difficult and restricted for all of
us who must depend on this method of access. It is difficult for us, as concerned
parents who will reap the additional hardships of this legislation, to envision that
the potential benefits of this proposed bill are so superior to the restrictions volun-
tarily adopted by the pharmaceutical companies as to outweigh adverse impact onour families.

AffordabilityAlthough early indications were that recombinant HGH would be
onsiderably less expensive than the commercial pituitary HGH, higher recommend-

ed dosage levels and changes in the system of delivery have produced to-the-patient
costs that average $17,000 annually among our ir,mbershipcosts which escalate
dramatically as :losages increase with the onset of puberty, and the inevitable end
of effective treatment approaches. There are several vital points which must be con-
sidered in assessing the issue of affordability and in understanding our viewpoint as
parents of the patient population. The first is that the vast majority of those beingtreated with pituitary HGH received it free-of-charge through an agency of
NIDDKD thousands of us must now find the means to cover an additional medical
expenditure averaging $17,000 each year. The second is coverage. Although all but
one State now offers Medicaid coverage and/or Crippled Children's coverage, and
although most insurance carriers offer at least some reimbursement, these state-
ments do not present an accurate picture of the facts. They do not reflect the callsand letters to achieve that Medicaid coverage. They do not reflect the fights with
reluctant carriers and the families who had to change carriers or afford additional
coverage to receive a level of reimbursement with which their families could func-
tion. Not only the pharmaceutical companies involved in this issue, but also a sam-
pling of physicians and pharmacists around the country have indicated that the in-
creased handling and paperwork inherent in Schedule II classification would be
likely to cause a price increase in recombinant HGH. Aside from the additional, for
many unbearable, financial burden this would impose on our families (at present, a
fairly standard 80 percent coverage results in $3,400 out-of-pocket each year), any
substantial increase as a result of this bill would likely cause the battle with Medic-
aid and private carriers to begin all over again.

In SummarizationOur experience with HGH therapy has, unfortunately, taught
us to take nothing for granted where our children's welfare is concerned. We had a
product we were assured was a safe, natural body substance, and instead found ourchildren living under the shadow of a horrifying, incurable disease. We were as-
sured the matte- was duly under study, and found ourselves fighting for study fund-
ing before the Appropriations Subcommittees. We were told throughout the mediathat our new, safe alternative to give our children a normal life would be less ex-

1 tr
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pensive, yet find ourselves struggling with an increasing financial burden. You will,
I hope, forgive our skepticism in accepting assurances that this proposed biil would
have little effect cn us and on our children, the only current legitimate market for
recombinant growth hormone. We fail to see that any benefits to be derived from
stemming a theoretical, undocumented flood of abuse can outweigh the hardships
we envision as resulting from this legislation.

Ad responsible, intelligent people we are, of course, concerned with the question of
possible misuse or abuse of the exiting new technology these recombinant products
represent. However, as intelligent, responsible parents, we fail to see that this pro-
posed regulatory change in any way benefits or protects our children, whom these
products were created to help. Mr. Chairman, members of the Subcommittee, you
may view our concerns as speculation on the possible effects of this bill. I must
point out to you that the issue of misuse/abuse is equally speculative. The difference
is that, should you pass this legislation and the issue of abuse never arises, no one is
the lower. Should you pass it and our fears are realized, thousands of our children
are the losers.

Considering what we've been through in the last 2 years, it is indeed ironic that it
has been suggested, in some quarters, that our fears are a product of manipulation
by the pharmaceutical industry. Mr. Chairman, we remember our innocence, but
that memory is ever - fleeting.

While we are sensitive to the broader issues implicit in this proposed legislation,
the welfare of our children must remain our primary focus, and that of this Sub-
committee. We respectfully request that you consider our children as the most im-
portant component in any proposal regarding growth hormone, and that you care-
fully consider the implications and ramifications of any such legislation, on behalf
of all our children.

Mr. WAXMAN. Thank you. I want to thank you both. You've been
excellent witnesses in telling us the perspective that we cannot
forget as we deal with this whole question. After all, we're talking
about a drug that we hope is going to be a successful replacP,Lient
for its predecessor that turned out to be so frightening in itz conse-
quences, and for which you were faced with not only the threat of
another disease, but a threat of shortages when that drug was
pulled off the market.

So I fully understand what you're saying. And furthermore, what
we're dealing with are people who are going to take this drug and
use it in ways for which it was never intended. They're doing it
theoretically under their own volition, with their own knowledge
and free will, but in fact with very little information for them to
determine whether it is going to be beneficial to them and whether
there are possible side effects. We don't now yet whether it's bene-
ficial to them in terms of what they hope to achieve. But any rea-
sonable person would have to come to the conclusion that it's not
worth taking a drug for athletic purposes, where it is perfectly rea-
sonable for the purposes you're concerned about.

So I would not be, in any way, for legislation that would hinder
your ability to get this drug for the purposes that your children
need it for. And as we think through any kind of a balance, that
clearly has to be our overriding concern. I fully agree with you.

Mr. COUSSAN. Mr. Chairman, I think our main consideration in
terms of whatever amendments are written into the bill in terms of
access for growth hormone deficient children is as to how growth
hormone deficiency would be defined, what the parameters might
be, and who wouldwhose responsibility would it be to set those
parameters.

I think that, as Mrs. Chadwick said, a certain amount of leeway
needs to be considered. A substantial number of our children
cannot be specifically diagnosed as being growth hormone deficient.
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And yet for them, treatment is the ultimate diagnosis. We know
that they're disabled when they're small. Without growth hormone,
they do not grow. With growth hormone, they grow.

And yet if you're looking for something that can be quantified on
paper in this instance, you probably don't have it. My own son falls
into that category.

And as I said, treatment is the ultimate diagnosis, and it's a very
sensitive issue that we would ask you certainly to be very aware of
in terms of setting the parameters there.

Mr. WAXMAN. That's a good point. Wherever we draw the line,
we want to make it clear t tat for legitimate therapeutic purposes,
for legitimate medical purposes, that this drug would be available.

Mr. CoUSSAN. I'd like to interject one other thing, if I may, Mr.
Chairman.

Remarks have been made in various circles as to what specifical-
ly my relationship may or may not be with the pharmaceutical
companies and the pharmaceutical industry in general.

I have to take very strong issue with those remarks. Our organi-
zation is all volunteer. We have no professional staff. We have no
funding whatsoever from any of the drug companies or outside
SClineS, other than the generosity and motivations of our own fam-

it's run from a kitchen table, on a personal telephone. When I
cvnie to Washington from Louisiana, I am here r' my own experse,
for my own child and for the other children lily. .:m.

At various times, it has been suggested thr earents are incapa-
ble of rendering objective judgment and objective testimony on this
issue because of our emotional involvement and because we are too
susceptible to the scare tactics that might be used by the drug com-
panies.

With what we've been through in the last 2 years, Mr. Chair-
man, I remember innocence, but it's a fleeting memory at this
point. We remain skeptical of all of the parties involved in this par-
ticular issue, whether they be public or private or medical or scien-
tific. And I think at this point that was something that needed to
be said, and I appreciate your indulgence there.

Mr. WAXMAN. Well, I understand what you're saying. And let me
tell you, from my own experience as Chairman of this subcommit-
tee, over and over and over again, we've had hearings on various
illnesses and diseases, and the thing that comes most to my mind is
when we dealt with the orphan drug issue.

But the experience that is clear to me is that the people who end
up knowing more than all the so-called experts are the family
members, and so often when they find someone in their family af-
flicted by some kind of illness or disease, and they look around for
help, all th3 people you'd expect would know just don't know. And
the support groups aren't often there. And when the support
groups are there, they're set up by the family members for others
who are going through the same experience.

So I have a very clear understanding of what you're saying and a
healthy regard, admiration, and respect for the people who are
living with these various issues on day-to-day basis. I wanted your
input, and I appreciate your testimony. If were going to do any leg-
islation, I want you to review it and talk to me further about it,
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because I in no way want to do anything that is going to be to your
children's rlisadvantage.

So I thank you very much.
Yes, Ms. Chadwick, do you want to add one thing? I know you've

been here all day, however. There's another meeting I'm supposed
to attend.

Mrs. CHADWICK. I just have a genuine concern about the quota
aspect that I think, in writing whatever your committee will ulti-
mately write, that should be concerned. There is a whole realm of
children who might be 5 feet tall for whom this drug might be a
specific cure for what is actually an extreme Aloft stature disorder,
and these would not be the same cosmetic .ndividuals that we're
talking about making into basketball players, but theE^ would be
children with constitutional delay syndrome or nothir g specific,
but they are just a little behind in bone age.

They need to have some help, and this would help them. It would
help them psychologically by helping them physically at a younger
age.

There has been a steroid drug called Anavar used for decades for
this group of children. The purpose of that drug was to speed up
their growth, but it had negative side effects. Human growth hor-
mone looks as though it would work for those children, but there is
no historical example of that use, so that if you built a quota basA
on prior usage, you would be building an inadequate quota to this
potential and a few other potential populations.

The reason that there was no prior use was because biological
hormone was not available.

Mr. WAXMAN. Sure.
Mrs. CHADWICK. This drug, the biosynthetic drug, is available,

and that's what makes it so exciting and important to parents, that
it's now there for the first time for them. That's been the , ase with
my son, with Carl's son, and with many, many children that we
know who simply did not grow before.

Thank you.
Mr. WAXMAN. That's a very qood point, and thank you for it.
We're going to leave the record open for this hearing for 2 addi-

tional weeks to receive any further thoughts that any of you have,
any testimony that others want inserted in the record, and any
statement from members of the subc ammittee.

Mrs. CHADWICK. Is it possible to invite a pediatric endocrinologi-
cal group, whom we have not heard from at all, rather than just
the sports medicine physicians, since that's the group that does all
of the prescribing for this drug?

Mr. WAXMAN. That's one of the reasons we're going to keep the
record open, so that we can get that additional information.

Thank you. That concludes our hearing for today. I thank every-
body for your participation in it, and we will look forward to talk-
ing further and working with you.

[Whereupon, at 2:45 p.m., the hearing was adjourned, subject to
the call of the Chair.]

[The following statements were received for the :-ecord:]
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STATEMENT

of the

AMERIrAN MEDICAL ASSOCIATION

to the

Subcommittee on Health and the Favironment
Committee on Energy and Coaerce

United States House of Representatives

RE: Scheduling of Human Growth Hormone
Under Schedule II of the Controlled Substances Act

April 22, 1987

The American Medical Association takes this opportunity to comment on

the issue of whether human growth hormone (HGH) should be scheduled under

schedule II of the Controlled Substances Act.

Comments

Recent advances in biomedical research now permit the synthesis of

human growth hormone by recombinant DNA technology. This advance has

permitted the production of a growth noLmone that is free from viral

contamination and, at the same time, is identical in its physiological

activity to the naturally occurring hormone. The enhanced capacity to

"manufacture" human growth hormone assures access to the definitive

treatment for growth hormone deficiency for all chiL.ILen who need this

important drug. However, in addition to this proven therapeutic benefit,

it has been stated that HGH may be misused or abused by athletes and

others in order to attempt to increase their size and strength.
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The AMA opposes legislation that would schedule HGH under the

Controlled Substances Act. The proper route for BL:eduling a drug is

through the well-developed regulatory process -- not by legislation. We

also believe that scheduling HGH administratively under schedule II would

be inappropriate. HGH does not meet the criteria for scheduline under

schedule II of the Controlled Substances Act in that it does not "lead to

severe psychological or physical dependence" (emphasis added), as

required by Section 202(b)(1)(C) of the Act (21 U.S.C. 812(b)(1)(C)). In

addition, the Controlled Substances Act, heretofore, has included only

those drugs whose abuse potential proceeds directly from their

psychoactive or psychotropic effects. The inclusion of an "atypical"

componnd such as HGH is a major change in policy that demands in-depth

study. Finally, we are concerned that inclusion of HGH in schedule II

could serve to restrict the availability of the drug for those childreu

who truly need it and could impede important research.

Regulatory Mechanism for Drug Scheduling

The appropriate avenue for scheduling a drug is through the

well-established administrative process. The Oontrolled Substances Act

authorizes the Attorney General, through the Drug Enforcement

Administration (DEA), to initiate proceedings to schedule or reschedule a

drug or to remove controls on a drug. Before action can be taken, the

Attorney General must request i "scientific and medical evaluation" of

the drug from the Secre, y of Health and Human Services through the Food

and Drug Administration (FDA). The FDA also makes a recommendation as to
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whether the drug should be controlled (anu if so under what schedule) or

removed from the schedules. If the DEA concludes that the information

provided by the FDA constitutes substantial evidence that a drug has

potential for abuse, it must initiate proceedings to schedule it. If,

however, the FDA recommends that a drug not be controlled, the DEA is not

allowed to control it. Finally, if the data provided by FDA constitutes

substantial evidence that a drug should be removed entirely from 0.1

schedules, proceedings for removal of the drug must be initiated by DEA.

This regulatory mechanism, which relies heeviiy on the expertise of

the FDA and DEA, has proven to be highly satisfactory in reviewing and

evaluating drags. No convincing reasons exist to forego this process set

up b, Cong.,ss in favor of direct legislative rescheduling. The

legislative process would inappropriately preempt a welldeveloped

program designed to deal specifically with the scientific, medical and

regulatory issues.

Scheduling of HGH is Inappropriate

The factors that the FDA must consider in making its recommendation

concerning w..ether a aubstance should be controlled include:

1) the drug's actual or relative potential for abuse;

2) its history and current pattern of abuse;

3) the scope, duration and significance of abuse; and

4) the risk, if any, to the public heclth.

We do not believe that these criteria have been met.

While the AHA recognizes that HGH has a limited potential for abuse,

little or no data exist that .obstantiate or define a history, pattern,

lAq
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scope, duration or significance of abuse. Nor is there reliable evidence

to indicate that HGH poses any significant risk to the public health.

Finally, data to substantiate a relative abuse potential similar to other

schedule II drugs - such as cocaine - is lacking. Thus, we believe that

if the FDA were to conduct a rigorous "scientific and medical evaluation"

of HGH, it would conclude that the drug should not be controlled under

.thedule II at this time.

We question whether it is appropriate to regulate, under the

Controlled Substances Act, suoaLances for which the basis for abuse

potential is not psychoactivity. At present, all compounds included

under the Controlled Substances Act derive their reinforcing properties,

abuse potential, and capacity for producing psychological and/or physical

dependence directly from their effects on the central nervous system.

Human growth hormone, however, is released from the anterior pituitary,

outside the central nervous system, and its most direct effects are on

physiological systems other than the central nervous system. Indeed, the

claimed potential for abuse is unrelated to any psychoactive or

psychotropic effect.

Human growth hormone represents the second wajor medical product

produced by recombinant DNA technology. This technology proffers many

great advances for medicine. Many of its products will be endogenous

hormones that serve to replace or correct deficiencies extant in specific

patient populations. This capacity to produce biological products

identical . modulators of all types of human functisos is raising

important scientific, clinical, ethical and legal issues. It is



151

5

important for appropriate resolution of such issues that credible

scientific and clinical evidence constitute the basis for the decisions

that address such issues -- not anecdotal reports and vague concerns.

We are also concerned that the rigid production and distribution

controls for schedule II drugs could serve to impede the availability of

HGH for those children who truly need the drug. We believe strongly that

the benefit of enhanced availability of HGH to those with serious medical

problems far outweighs any risk posed to the public health by anecdotal

reports of "abuse" of the drug.

Finally, wider therapeutic applications of HCH are now being

studied. Inclusion of HGH under the controls of th,t Controlled

Substances Act, particularly under schedule II, cov1:1 restrict valuable

research.

Conclusion

The AKA or ses legislation that would schedule HGH under the

Controlled Substances Act. The proper avenue for scheduling a drug is

through the wellestablished regulatory process, not by legislation. In

additiou scheduling HGH under schedule II would, at this time, be

inappropriate. HGH does not meet the criteria for scheduling under

schedule II of the Controlled Substances Act. Moreover, the Controlled

Substances Act, heretofore, has included only those drugs considered

psychoactive or psychotropic. The inclusion of an "atypical" compound

such as HGH is a major change in policy that demands indepth study. We

are also concerned that rigid quotas for schedule II drugs could impede

the availability of HCH for those children who truly need the drug.

Finally, we are concerned that inclusion of HGH under the Controlled

Substances Act, particularly under schedule II, could serve to curtail

important research on the drug.
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REPORT or THE COUNCIL ON SCIEN'IFIC AFFAIRS

Report: B
(I-86)

Subject: Drug Abuse in Athletes: Anabolic steroids

and Human Growth Hormone
(Resolution 57, L66)

Presented by: John H. Moxisy, III, M.D., Chairman

Referred to: Reference Committee
(R. Robert Tyson, M.D., Cheinmu.

1 This report, the first in a three-part series on drug abuse by

2 athletes, responds to adopted Resoll.4ton 4 (A-84) and to Resolution

3 57 (A-86), "Human Growth Hormone," which was referred to the Board

4 of Trustees for action. subsequent reports will cover other classes

5 of abused drugs.
6

7 Introduction
8
9 The problem of misuse of anabolic hormones (both steroid* and

10 growth hormone) is complex and can be considered from different

11 perspectives:
12
13 (1) Psychological:
14

15 (a) The importance of winning;

16 (b) Placebo effect of drugs.
17

18 (2) Pharmacologic:
19

20 (a) The possibility that these hormones may provide a
21 real pbr.iologic advantage for the athlete;
22
23 (b) The adverse effects of such misuse.
24

25 (3) Ethical:
26

27 (a) The concept of violation of fair play;
28

29 (b) Implicit coercion to use drugs in order to be
30 competitive;
31

32 (c) The concept of hormonal manipulation,
33 particularly in children, to alter body size and
34 build in a manner perceived to be beneficial for
35 athletics or other life endeavore.1

Past House Action: A-86:371; A-85:282 A-84:334; A-79:277:
1-79:45-47; A-79:277; A-72:261.384

1.t8
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1 General solutions to the problem range from prevention (eg,
2 regulatory action limiting production and/or distribution of drugs)
3 through symptomatic treatment (eg, drug testing of competitors) to
4 cure (eg. motivation of the individual to reject drugs). The
5 personal decision to reject or discontinue drug use is based on the
6 individual's values and reasons for considering drug use. Hence, an
7 ethical argument based on the concept of fair play may be ineffective
S in an individual who is motivated to win at any physical cost.

19 Anabolic steroids end growth hormone will be discussed
11 separately. The following questions will be considered for each:12
13 (1) Does the drug provide real or perceived benefit for
14 the athlete?
15
16 (1) What are the adverse effects of the drug in this
17 setting?
16
19 (3) Who promotes, distributes, and uses the drug?
20

21 (4) Is abuse of the drug a significant problem?
22
23 Anabolic Steroids
24
25 Anabolic steroids are synthetic androgens that have greater
26 anabolic relative to androgenic activity than testosterone, but in
27 large quantities, these drugs have strong androgenic effedts. In
28 general, they are not as useful and effective as eat ier thought, but
29 do have legitimate uses in several conditions (eg, certain anemias,
30 hereditary angioedema, breast cancer, and possibly osteoporosis)31

32 Anabolic steroids have been used by athletes for more than two33 decades in the belief that they increase body mass, muscle tissue,34 and strength. More recently, testosterone has been used because it35 is more difficult to detect in drug screening programs than anabolic36 steroids. Although studies of these agents have not shown uniformly
37 increased muscular strength, certain benefits to athletic performance38 seem probable: increased body weight, partly due to fluid retention.
39 may include increase in lean muscle mass. In a continuing program of40 intensive exercise coupled with a high protein diet, increased41 muscular strength ma' oe realised in some individuals.
42 In contrast, aerobic capacity is probably not increased beyond that43 due tc aerobic training.2'3

Increased aggressiveness is also44 reported among anabolic steroid users, but the degree to which this45 influences the intensity of training is unknown.4 It should be46 noted that small, difficult-to-measure increments in muscular47 performance or psychological benefit may constitute the difference48 between winning and losing, particularly at a professional or49 world-class level. Therefore, these changes may be perceived to be50 critical to an athlete.

159
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1 There are clear adverse effects associated with use of
2 androgenic steroids. The doses and patterns of administration
3 utilized by athletes often differ markedly from thole used
4 therapeutically. Athletes have been reported to take steroids
5 cyclically for one to several months followed by a drug-free period
6 up to a year. Doses may be far greater than those considered to be
7 therapeutic, and drugs are sometimes "stacked" (several agents taken
S simuitaneously).5 brogenous androgens affect the reproductive
9 system of healthy males: gonadotropin and testosterone secretion

10 are suppressed and oligospermia and temporary infertility may
11 occur. Cynecomastia is common.' Agents that are 17 - alkylated
12 compounds (eg, oxandrolone, methandrosteneolone) are associated with
13 liver pathology, including abnormal liver function tests.
14 cholestasis. Wields hepatis, hepatic adenomas, and hepatocellular
15 carcinoma.7 Although hepatic effects have been described and
16 documented most often in patients treated for di one case of
17 hepatocellular carcinoma has been reported in an athlete who had
15 taken several anabolic steroids to increase skeletal muscle
19 eass.8 Anabolic steroid ingestion by athletes is also associated
20 with an atherogenic blood lipid profile (eg, elevated low-density
21 lipoprotein cholesterol and decreased high-density lipoprotein
22 cholesterol).9 Increased irritability and aggressiveness may
23 occur.
24

25 In woman, androgenic hormones produce masculinizing effects (eg,
26 hirsutism, deepened voice, oily skin, acne, male pattern balding.
27 menstrual irregularities, increased libido). In children, these
28 drugs may accelerate pubertal changes and limit eventual adult
29 height by -.sing premature skeletal maturation and closure of the
30 epiphyses.
31
32 Steroids apparently are used at all levels of athletic
33 activity. Although the prevalence is difficult to assess
34 accurately, such use is believed to be widespread.10 Steroid
35 abuse is particularly common among athletes in strength sports (eg,
36 weight lifters, body builders, shot putters, and discus and javelin
37 throwers). Use among weight-trained women athletes has been
3S reported. Anabolic steroids have a more significant effect on
39 female muscular development than on males. In one study, the women
40 reported typical masculinizing side effects, which they considered
41 an acceptable price for the anabolic benefits.11 A particular
42 concern is that the wide availability of these agents is likely to
43 make them accessible to adolescents and children, as well as
44 adults.12
45

46 Anabolic steroids ar) easily obtained on the black market
47 through gymnasiums or mail order sources. In survey of 250 weight
48 lifters, almost half e.dmitted using steroids at some time. Although
49 most steroids were obtained illegally, some athletes claimed that
50 they had been given a prescription for the drugs."

r
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1 In 1985, the Food and Drug Administration (FDA), Feder': Bureau
2 of Investigation (FBI). and Pepartmant of Justice (00J) began a
3 nationwide criminal investigut ,n of black market distribution of
4 anabolic steroids and other drugs purported to enhance athletic
5 perf4rmance. Manufacturers and distributors were advised of their
6 responsibility to ensure distribution only to authorized customers
7 and were requested to monitor and report unusual order activity (eg,
8 large or frequent orders, orders by pharmacies for veterinary
9 products). Indictments have been obtained as a result of this

10 effort.
11

12 Growth Hormone
13
14 Human growth hormone (hCH) or somatotropin is a po!.ypeptide
15 hormone secreted by the anterior pituitary gland. CH has widespread
16 metabolic effects, including stimulation of cellular amino acid
17 uptake and protein synthesis, stimulation of lipolysis, and
18 inhibition of glucose utilization in tissue, which tends to increase
19 blood glucose levels. Growth hormone is necessary to achieve normal
20 genetic growth potential. Severe deficiency in childhood results in
21 dwarfism. Human CH is necessary to treat this condition, because CH
22 from other species is ineffective.
23
24 Human pituitary-extracted CH was available from the .::tional
25 Hormone and Pituitary Program and commercial sources until 1985.
26 After the appearance of several cases of Creutzfeldt-Jakob disease
27 believed to have been caused by contaminated pituitary extracts,
28 distribution of the product was halted voluntarily for in indefinite
29 period. Following withdrawal of the pituitary products, a
30 recombinant DNA-derived CH product was approved for surketing in the
31 United States. It is identical to endogenous hGH except for the
32 addition of methionine on trill 8-terminus of the rolacule. This
33 preparation is available commercially.
34
35 The results of hypersecretion of hCH are of particular interest
36 in the context of this report. Uncontrolled hypersecretion in
37 childhood results in gigantism, and in adulthood, acromegaly. The
38 latter condition is associated with glucose intolerance, heart
39 di impotence, and bony overgrowth (eg, protruding forehead and40 jaw, enlarged hands and feet).
41
42 Adverse effects of hCH use by athletes have not been documented43 but can be predicted on the basis of known effects of endogenous
44 hypersecriolon (vide supra). Whether limited exogenous
45 administration may produce beneficial or deleterious effects in
46 healthy athletes is unknown. The effect of hCH administration to
47 normal children is unknown, but might be expected to produce a48 permanent increase in build and stature. Beyond the physiologic49 considerations, use in normal children is an ethical problem of
50 far-reaching proportions.)
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1 In contrast to the problem of anabolic steroid abuse, hCH abuse,

2 to the extent that it exists, is a relatively now phenomenon.
3 Reports of its use in athletes are anecdota1;15 they suggest that
a WM is currently favored because of anticipated body growth and
5 increased strength potential and also because it is undetectable in
6 current drug testing procedures. Use is probably limited by the
7 great expense of the product.

9

10
11
12
13
14
15

16
17
18
9 Since withirawal of pituitary-extractel hCH from the US market

in 1985, the only U.S. source of hCH is the recombinant DNA
product. Although the technology to mass-produce hCH is available,
the manufacturer states that it limits production and follows
rigorous screening and post marketing surveillance procedures to
verify legitimate use in CH- deficient patients.

The source of illicit supply is questionable. One physician
reportedly obtained supplies of pituitary-extracted hCH simply by
mailing prescriptions to companies supplying the product." This
account is inconsistent with the companies' stated distribution
policies, which required screening of requests and documentation of
need. Bogus 11CH preparations, animal CH preparations, and foreign
products should also be considered as potential illicit sources. To
knowledge, there have been no reports verifying that the CH products
bought by athletes are in fact hCH.

1

2

21

22

23
24

25

26 In summary, the status of growth hormone abuse is undetermined,
27 but the agent has wide abuse potential, particularly if pharmacologic
28 benefits are shown to result from use in normal athletes. Human CH

29 also may have additional legitimate therapeutic applications for
30 other growth disorders, fractures, burns, and other conditions.

31 Research in these elAp4s has been hampered by the limited supplies of
32 hormone available, 1..,t is expected to be undertaken in the future
33 now that it is porsible to produce unlimited quantities of the
3 hormone. Increased availability of hCH for other legitimate uses
35 presumably would increase accessibility for illicit use.
36
37
38
39 Abuse of anabolic products by athletes differs in the two types
40 of drugs discussed. Anabolic steroids have therapeutic benefits for
41 certain conditions and proven abuse potential among athletes. The
2 abuse of hCH is recent phenomenon of undetermined extent. Human
43 CH has clear therapeutic application in growth hormone deficiency
44 and other legitimate investigational uses, and also has groat
45 potential for misuse.
46
47 This
48 anabolic
49 abused dru
50 human grow

Conclusions

report responds directly to concerns regarding the abuse of
steroids; future reports will deal with other el
gs. The report also add the issue of the abuse of
th hormone, which was raised in referred Resolution 57

162
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1 (A-66). Recommendations for AMA action will be developed after

2 completion of all reports on drug abuse in athletes. The following

3 possibilities will be considered in developing the recommendations:
4

5 1. Emulator,' action (for embolic steroids and erseta hormone):
6

7 The AKA should continue to endorse current activities of

8 the FDA, PSI, and DOJ directed toward curbing illegal
9 distribution of them drugs. If these efforts are

1U ineffective, the AMA should undertake a study of alternate

11 methods of mmitoring and limiting distribution.
12
13 2. Educational action (for drugs with abuse potential):

:4
15 She AMA should endorse educational activities at various

16 levels including sports group administrators, coaches,

17 parents, and athletes. Activities suggested for

28 consideration are:
19

20 a) Preparation and distribution of educational
21 pamphlets on drug abuse in athletes

22 emphasizing the adverse effects and limited

23 benefits of such uee.

24

25 b) Development of a nationwide network of

26 physicians who would be available to

27 presentations on this topic to Interested

26 community groups.

29

30 c) Preparsvion of a videotale(s) on drug abuse

31 in athletes for distribution and use by
32 schools, sports programs, parent groups, and

33 community organizations.

34

35 d) Judicious use of the news media and
36 editorials and articles in AMA publications
37 to publicize the AMA's interest and
38 availability to work on this problem.
39

40 The Council on Scientific Affairs recommends the adoption of
41 this report in lieu of Resolution 57 (A-66).

77-494 0 - 87 - 6
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STATEMENT OF

ARES-SERONO REGARDING

I as Thomas Wiggans, President of Serono Laboratories of

Randolph, Massachusetts. Serono Laboratories is the United

States subsidiary of Ares-Serono, an international developer,

manufacturer, and distributor of pharmaceutical products. On

behalf of Ares-Serono and Serono Laboratories (collectively

referred to as Serono), I thank the Subcommittee for keeping the

record open to allow Serono to submit its comments concerning the

scheduling of hnman growth hormone (hGH).

Serono has had a long-standing interest in human growth

hormone. In the early 1960s, the company engaged in some of the

pioneering research that resulted in identification of hGP '41 the

human pituitary gland. In 1973, the government of Switzerland

approved the commercial sale of Serono's hGH product.

Subsequently, Serino received approval for its hGH drug product

in sixteen other countries. Serono began to sell pituitary-

derived hGH in the United States in 1n0. Called Asellacr3-o,

this product remained on the market until 1985, when Serono

voluntarily stopped selling its pri ict due to reports that

pituitary-derived hGH supplied by the National Hormone and

Pituitary Program may have caused a rare disease in patients.

(No cases associated with Serono's hGH product have been reported

anywhere in the world.)

Beginning in 1980, Serono began to study the use of

biotechnology to produce hGH. Clinical trials with the

biotechnology-derivfa hGH for use in treating growth hormone

deficiency started in 1986. Data from these clinical trials are

being analyzed, and Serono intends to submit in the near future
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an application to obtain FDA approval to market its recombinant

hGH.

Thus, Serono has had substantial experience with hukan

growth hormone. Based on this extensive familiarity with :,GH,

Serono believes that the product should not be subjecteu to the

restrictions of the Controlled Substances Act.

First, in our vier, scheduling hGH simply is not appropriate

under the Controlled Substances Act. This statute was enacted to

control the non-medical uses of products that are either

physically or psychologically addicting. Human growth hormone is

not addictive in any sense. The Controlled Substances Act was

not designed to regulate products because of the possibility they

might be used for unlabeled medical indications. Forcing hGH

into the same regulatory category as psychoactive agents would

disrupt the structure of the Controlled Substances Act and place

an unwarranted stigma upon a non-addictive drug.

In addition, placing hGH in Schedule II would impair access

to the product for children suffering from growth hormone

deficiency. Many pharmacists refuse to stock Schedule II drugs

because their presence makes the pharmacy a target for burglars.

Indeed, having a scheduled drug on hand is believed by many

pharmacists to place them in personal danger. Similarly, some

ethical physicians prefer not to prescribe Schedule II drugs

because of the stigma attached to such products.

Moreover, there are significant costs associated with

scheduling any drug. The manufacturer must keep many more
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records, store the product separately, and face frequent audits

by the government. If hGH were placed in Schedule II, Serono

anticipates that additional personnel would need to be hired to

ensure compliance with all the paperwork requirements of the

Controlled Substances Act. Similarly, the prescribing physician

and the pharmacist also need to prepare and keep additional

records. inescriptions must be completed, in triplicate, every

thirty days. Some of these labor and paper processing costs

inevitably will be passed on to the patient.

Scheduling hG.i may also essentially preclude some patients

from receiving hGH. Under the Controlled Substances Act,

prescriptions may only be writte. for a thirty-eq.:1y supply of the

product. In the entire United States, there are only 300

pediatric endocrinologists. virtually all prescriptions are

issued by these doctors. Because of the paucity of pediatric

endocrinologists, many growth hormone deficient patients and

their parents must travel great distances to be examinee by their

physician. For example, in Serono's recent clinical trial with

recombinant hGH, 14 of the 60 patients were required to make

round trips of 80 miles or more to see their physician. Nine of

the 60 patients made round trip journeys of at least 200 miles to

visit their pediatric endocrinologist, and for 6 of the patients

the round trip mileage was over 400 miles.

Requiring that this trek be made every thirty days could

interpose almost insurmountable barriers to receiving treatment

for many children. In addition to the inconvenience and lost
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time., thore would also be the enormous additional costs of

repeated examinations by aoctors and nonreimbursable travel

ex,enses.

Modifying the Controlled substances Act to reduce the

frequency of physician visitation for hGH patients would provide

only minor relief. E "en four to six visits a year would be

prohibitively expensive for many families. Imposing these costs

and hardships on the families of children who need hGH to attai.i

normal height would be unfair and unjust. One can also question

the desirability of having the United States' pediatric

endocrinologists spend their time and skills on zedically

unnecessary examinations.

Moreover, it is far from clear that scheduling hGH would

have the intended consequences. Putting a drug in Schedule II

does not prevent unethical doctors from prescribing the product,

or unethical pharmacists from dispensing the drug. Although the

scheduling of addictive products has reduced their availability

for illegal or unethical use, experience has unfortuantely shown

that scheduled products are still often reauily available.

Indeed, the placement of a drug in Schedule II sometimes

increases its allure to criminals.

Based on its lengthy experience with hGH products, Serono

strJngly questions the basic assumption that would underlie any

legislation: that there is widespread misuse of hGH. During the

five years in which Serono distributed Asellacrine, the company

became aware of only one case in which the product was available
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for use by individuals other than growth hormone deficient

children. Serono cooperated fully with the Federal Bureau of

Investigation in its investigation of the case. The individuals

involved were detected, and successfully prmnecuted ay the United

States Attorney for the Central District of Califorria.

Serono also learned of several reports in Texas of the sale

of counter:eit Asellacrins. The company aided the FDA in

investigating this situation, and the FDA has initiated

litigation against the individuals involved. Scheduling hGH

would not affect the ability of individuals to attempt to pass

off a counterfeit product as the genuine article.

Thus, of the tens of thousands of vials of Asellacrins that

Serono distributed, only extremely smal amounts of the actual

product are known to have been In the possession of individuals

other than those who were receiving the product for its indicated

medical purpose. And, even without scheduling, the one known

incident of product misuse culminated in successful prosecution.

One reason why Asellacrins was obtained only by children in

need of hGH was Serono's Patient Dosing Program (PDP). Under

this program, Serono's marketing personnel would obtain

substantial information from the treating physician about the

patient, e.q., name, parent's name, telephone number, address,

exact diagnosis, and correct dosage. The physician would then

designate a specific pharmacy, and the Asellacrins would be

shipped only to that location. This information enabled Serono

to determine whether there w.s a good match between the patient

identified in the prescription and a requested shipment.
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Serono relied heavily on the PDP program in its marketing

e fforts. The program was extremely popular among pediatric

e ndocrinologists. Through the PDP program, Serono was able to

ensure that Asellacrino was being made available only tc children

vho had been prescribed the product for its FDA approved use.

Thus, there are far less restrictive and costly alternatives than

scheduling to control the distribution of hGH.

Another less burdensome approach is education. Serono was

the first pharmaceutical company to co-sponsor continuing

education progr;ass regarding hGE. RUA by the Lawson Wilkins

Pediatric Endocrine Society, these prograzs for doctors covered

many aspects of growth disorders. Moreover, the Serono Symposia

Division sponsored proq.lims in conjunction with the Human Growth

Foundation for children and parents to teach them about hGH.

These programs were entirely educational -- there was no product

promotion and no marketing activities.

Through these progr4ms, physicians, parents, and patients

learned about growth problems and treatment. Serono firmly

believes that similar programs could successfully educate

athletes snd sports physicians regarding the risks of hGH when

used in an attempt to improve athletic performance. This

approach could adequately address concerns about potential

product misuse, without imposing extra burdens upon growth

hormone deficient children and their families.

To summarize, based on its extensive familiarity with hGH,

Serono is convinced that placing the product in Schedule II would

be ill-advised. It is far frog clear that hGH misuse constitutes

a problem, and even less clear that scheduling the product would

affect any misuse that exists. It is clear, however, that

scheduling hGH would significantly increase tne cost and

inconvenience for the patients who need this therapy and their

parents. The principal effect of any legislation could very

possibly be to cause the greatest burden and hardship to the very

children vho require hGH for legitimate medical purposes.
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STATEMENT OF

NORDISK-USA

Mr. Chairman and Members of the Committee:

I am James L. Smart, President of Nordisk-USA.

Nordisk-"SA is the American affiliate of Nordisk Gentofte A/S,

a Dani.s% pharmaceutical company. Nordisk Gentofte is involved

in the research, manufacture and world-wide distribution of

insulin, blood plasma products, and other biological and

pharmaceutical products. Nordisk Gentofte has under

developnent a recombinant DNA human growth hormone product.

Currently it is conducting clinical trials in preparation for

submizsion of a New Drug Application to the Food and Drug

Administration ("FDA"). In the future, Nrdisk-USA plans to

market the recombinant human growth hormone product in the

United States. Accordingly, Nordisk-USA is ve;y concerned

about this Committee's consideration of legislative proposals

which would place human growth hormone products on the list of

Schedule II controlled substances. 21 U.S.C. § 812, Pub. L.

No. 91-513, 84 Stat. 1247.

Human growth hormone has been approved by FDA as safe and

effective for the treatment of severe deficiency of human

growth hormone in children. For children suffering from severe

deficiencies of human growth hormone, also known as

hypopituitary dwarfism, the availability of an artificially

produced growth t.ormone product has maant a continued and

sufficient supply of the drug needed to treat their condition.

Unfortunzto.17, mzn7 't."------ nr.=

ability to manufacture unlimited supplies of human growth
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hormone, that its potential for abuse or misuse for treating

conditions other than hypopituitary dwarfism has increased

substantially. Testimony by the members of the panels at this

hearing have indicated that misuse is most likely to occur in

athletes and normal children whose parents want them to grow

taller.

Genentech, Inc. and Eli Lilly and Co. have described the

restrictions that their respective companies place on the

distribution of their human growth hormone products. Such

limited distribution systems are specifically tailored to

prevent misuse of human growth hormone. Nordisk intends to

structure its distribution system to ensure, to the fullest

extent possible, that human growth hormone is made available

only to children suffering from diagnosed hypopituitary

dwarfism. To that end, Nordisk is willing to distribute the

drug airectly to the pharmacies of hospitals and clinics with

pediatric endocrinology clinics or to pharmacies filling valid

prescriptions for human growth hormone and to take such other

steps as may be necessary to ensure against diversion of the

product for purposes of abuse.

It has been suggested that the appropriate responcc to

the potential for misuse of human growth hormone is to place

such compound on the Schedule II list of controlled

substances. We respectfully suggest what doing so, would not
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necessarily curb the potential for misuse of human growth

hormone. It may have a detrimental impact on the families of

children who need human growth hormone to attain normal height.

Mr. Chairman, it must be remembered that the requirements

imposed on Schedule II controlled substances under the

Controlled Substances Act and regulations promulgated

thereunder are primarily recordkeeping and production

requirements. These requirements were designed to enable the

Drug Enforcement Administration ("DEA') to track the

distribution of drugs with mind-altering and/or

dependence-producing pharmacologic activity. The Controlled

Substances Act was not, however, intended to serve as a means

by which the federal government could regulate the practice of

medicine, i.e., the prescribing of approved drugs for

indications not listed in their labeling, and the DEA is not

particularly well-equipped to take on this task. Thus, while

some legislative action may be needed to supplement the

measures alre,dy taken by the companies to limit distribution

of human growth hormone. for number of reasons placing it on

Schedule II of the Controlled Substances Act may not be the

most appropriate avenue to take.

First, placing human growth hormone on the Schedule II of

controlled substances would increase the recordkeeping

requirements of drug companies, physicians, and pharmacies,
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thereby increasing the cost of the drug to the patients.

Moreover, it would mean that prescriptions for human growth

hormone could not be refilled routinely by telephone: once

human growth hormone became a Schedule II controlled substance,

patients receiving human growth hormone would be required to

make additional visits to the prescribing physician in order to

obtain prescriptions, thereby adding further to the expense of

treating hypopittitary dwarfism. Finally, the recordkeeping

and production requirements for Schedule II controlled

substances would make it more difficult for a .mall company

like Nordisk to place a new human growth hormone product on the
market. In addition to obtaining approval from FDA, a company

would also have to apply and obtain permission to market the

drug from DEA. Also, because product' n quota: are in place

under Schedule II, a company would have to apply for a portion

of the quota which fi-st may serve to limit entry into the

market and second would keep the price for human growth hormone

artificially high. Moreover, there is nothing to guarantee

that DEA's decision would be based In the quality of the

product produced by *nz company, vis a vis another. These

additional steps would impact most directly on smaller

companies, perhaps deterring them from entering the market

altogether. While Nordisk recognizes the potential for misuse

that exists regarding human growth hormone as a problem that
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must be addressed, in its opinion, regulation by DEA under the

Controlled Substances Act may raise as many problems as it

intends to solve.

If the greatest perceived abuse of human growth hormone

is in the black market for athletes, then perhaps greater

attention should be given to regulating the sale and use of

human growth hormone for unapproved uses in athletics. If

current late in insufficient to curb such practices as mail

order forms for abused substances distributed to athletes, then

perhaps steps could be taken to increase the penalties for such

practices.

Mr. Chairman, Nordisk intends to cooperate in any

meaningful manner to assure that human growth hormone is ..,ade

available only for its approved use in the most economical

manner possible. Nordisk believes it can make a contribution

to progress in the treatment of severe growth deficiency in

children, and it is for this reason that Nordisk is pursuing

the possibility of marketing its human growth hormone product

in the U.S.

I appreciate the opportunity to submit these views to the

Committee, on behalf of Nordisk-USA.

Respectfully submitted,

Nordisk-USA

0971d
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The University of Kansas Medical Center

School of Mod Kme
Department of Pe &atria
39th r. Hair' bow Blvd
Kansas City, KS 66103

April 14, 1987

Warne Moon. IA D ph
Davg1 L Donaldson. M O.
Joseph G Novo. owl, M 0

RoOe.t L Jackson. M
Marche U EisinaeO. R N. Ph 0

R ti ti

lb: AD HOC Cceraittee on Future
Direction for Synthetic lionmones

Fran: Dr. Wayne V. Moore, Chairman

With the application of recombinant EWA technology to the production
of polypeptide honrones and with the development of new potent
analogs of hypothaLaraic releasing factor, it is likely that unlimited supplies
of potent releasing factors, peptide bornnes, and pituitary hormones will be
available within the next several years. The corpetiticn view; the area is
also likely to make the cost of these materials relatively inexpensive. This
should allow investigators to an questions that were previously inacces-
sible due to limited supplies of these hontones The oormittee also forsees
the possibility of abuse if the development and design of these protocols
is not monitored closely. The committee considered each pituitary or hypo-
thalamic hormone separately with regard to potential abuse and use of the
hortaxe.

1) Biosynthetic Human Growth Bonaone

The potential abuse of this tame is widespread treatment of children
with short stature ooditions in which neither the efficacy nor safety of the
growth hormone treatment has been proven. Investigation of the effect of
growth nonmone ix. these different conditions will require well controlled
aulti-center national studies to have sufficient patient populaticn to ade-
quately ana the questions that are being posed. The committee recassends
that use of growth hormone in 03mliticns other than growth tormore deficiency
and Minter's syndrome be 'baited to studies that are adequately designed to
determine the efficacy of growth lananne in these coalitions.

The potential or real abuse of growth honcone by weight lifters and
athletes or for cosnetic" purposes is of such coicern that it is being
considered as a candidate for Schedule IY ccetrol.

The intention of preventing the potential or real abuse of growth
hormone by athletes as has occurred with anabolic steriods or to prevent
attempts to augment the adult heights of children without alaxrcmalities of
growth hoorne is worthwhile of consideration. The committee suggests that
the following points should be considered in this deliberation:

(cant next page)
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1. Statements regarding the real abuse of growth hormone by athletes are
unsubstatiated and anecdotal.

2. Statcients regarding the positive benefit of Mil to athletes based on the
physiological effects of hai are conjectural and contradicted by conditions
of growth hormone excess.

3. The dosage of growth hormone required to enhance the growth promoting
and anabolic effects of growth hormone are not (MOM and may be beyond
financial or physical possibility.

4. It is possible that the purported supply of biosynthetic growth tar roe
that is apparently available to athletes may represent counterfeit labels
and vials with some inert material in the vial.

S. The proposed controls may not increase the cost of production bu, they
certainly will increase the cost of distribution or prescription.

6. The control of growth hormone would set a precedent that could be applied
to future products of reombinant DNA technology.

7. Even though it is difficult or impossible to find a pediatric endocrino-
logist who has not been " tainted" by association with a pharmaceutical company
through the clinical trials of biosynthetic Mil, the deliberations should
include input from those physicians that have been and will be most involved
in the treatment of children that benefit from growth hormone therapy. This
group of physicians is keenly are of the crx.sequences of limited supplies
of growth hormone and most qualified to urx3erstzed the metabolic consequences
of growth hormone.

8. Equal or greater concern should be directed toward black market pituitary
growth hormone and other substances being "pushed" as growth hormone. It

eases unlikely that the proposed controls on biosynthetic Mil will alter
the availability or use of these "growth hormones".

9. The proposed controls must not interfere with research into nzninlicated
usages of growth hcb.Arne and should include provisions to facilitate (Mhdni-
strative and financial) research into the clinical uses of growth hornma
including its effect on athletic performance. The committee believes that
this approach may be the most productive in preventing or stopping abuse of
growth hormone.

The committee recommended support for protocols to study the following:

1) The effect of grohth hormone on the growth rate and ultimate adult height
of children with nongrowth hormone deficient short stature including intra-
uterine growto.retardation, familial short stature and constitutional delay.
This shoy may require development of techniques for optimal utilization of
the growth horrome, and a study of the necessity of continuous administration
of growth hormone.

2) Continued study into the use of growth hormone in the treatment of Thinner
syndrare either alone or in carbination with other hormones such as estradiol.

3) Study of the effect of growth hormone on the growth rate and ultimate
adult height of children with bone dysplasias. These protocols need to be
monitored carefully. The potential for adverse effects may be high in this
group of patients since the effects of pharmacological stimulation of abnormal
epiphyseal growth centers is not known. For example, the effect of Mil on the
size of the foza.Aninagmin in achondroplatic dwarfs uould be important to
determine.

(cont next page)
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4) Studies into the definition, etiology and treatment of children withshort stature that might be categorized as having "neurosecretory
dysfunction".Efforts ahaild be made to identify and determine the effect of treatment onchildren who do not have classical growth hormae deficiency as an ecplara-tion for their growth failure.

5) The effect of growth hormone on the growth ra :and ultimate adult heightof patients with cranioptaryngiam should be stud,ad further to include anational tardy on the general management of patients with craniogarYngiassQuestions to be addressed in this protocol could include the effect of crank,spinal irradiation on response to growth hormone, the role of radiation and/orsurgery in the primary treatment of craniopharyngiana, and new innovativetreatment regimens for short stature and growth hormone deficiency associatedwith oraniopharyngicroa.
6) Study of the design of the current. 'aeatment regimen for growth hormonedeficiency with regards to dosage and frequency of administration.
7) Study of ether possible uses for growth hormone including wound healing,Turns, etc.

8) The development of other routes of GH administration (analogous to nasaland oral insulin).

2) Scaatcraedin

Since growth hormone deficiency may be considered as a satataaedin C
deficiency, the catraittee recommends that development of biosynthetic =tato-zedin C be encouraged and that protocols to study the use of saaatamedin C
as a sibetitution for growth hormire therapy be encouraged. These studiesshould be roproaded with caution since it is possible that direct administra-tion of saratcrredin C might bypass sore of the control mechanisms that possibly
exist with growth hormone and result in non-physiologic sanatcatiin C levelsand attendant untoward side effects. The potential abuse of scsatamedin Cis similar to that of human growth hot:amine.

3) LEM Analog

The committee encourages development of clinical protocols for the useof IERH analogs in the treatment of precocious puberty, hypcscrodotropichypcgonadism, cryptorchidisa and possibly constitutional delayed puberty.There does appear to be a potential for abuse of this horarne in the delayof puberty toachievetaller stature.
4) Growth Hormone Releasing Factor

Even though it is recognized that the early studies of the use of growth
hormone releasing factor in the treatment of growth hcammone deficiency are
somewhat discouraging, additional studies into the clinical use of the
growth hormone releasing factor should be encouraged. At this point it does
not appear that growth hormone releasing factor offers any advantage over the
use of growth hormone in the treatment of growth hormone deficiency andthere appears to be significant ner,tive aspects to this form of therapy.
If a long acting nasal or super agi.dst foam of the growth hormone releasingfactor can be developed, the potential clinical usefulness of this hormonemay be increased.

Overall, the comnittee predicts a challenging and exciting future regae-ing the use of pituitary and hypothalamic hormones. As stated initially,
this results from the potential for large quantities of relatively inexpensivehooves that have notbeen vailable in the past. Ibis presents the
potential for significant, virtual growth in cur knowledge in this area,
but this growth meat be carefully controlled to avoid the ultimate knowledgefrom becoming acranegalic. NO4, more than ever before, we need to encouragea scientific approach to the use of these hormones.
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The University of Kansas Medical Center

School of klocoone
Dtooftrnoot of Pechatocs

39th & Rainbow Blvd
Kamm: City, KS 66103
(913)588-6326

may 6, 1987

Dr. Peter Budetti
Subcommittee on Health
and Environment
U.S. House of Representatives
House Bldg Al, Room 512
WmArblgton, D.C. 20515

Dear Dr. Budettii

Wayne V Moo, MO TO
Owed L DoNekboe, M D
Jamb O Notlowelt, M

Robert L Amer., IAD
Woks V Ilsourd, R N en Co

Feedlot Meemeen, R N, MN

The Lawson Wilkins Society set on April 30, 1987 to consider the report
of the Committee on the Future Use and Direction of Pituitary Hormones.
After considerable discussion, the Society voted to distribute the report
to the members for further consideration before finalization of the report.
The Society did vote almost unanimously to record its opposition to proposals
to make growth hormone a controlled substance. The reason for this opposition
is stated in the excerpt (encloeed) of the Ommittee's preliminary report
dealing sah the controlled sdbetence issue. The discussion at the Society's
meeting indicated that there was approval of the intent of controlling abuse
of growth hormone but a proposed means of controlled Wooten* designation
does not seem approx. .

I request that these statements be includeu as part of the record on
the hearings regarding designation of growth hormone as a controlled substance.

S

Wayne V. . M.D., Ph.D.
Professor, Pediatrics
Section of Endocrinology

th

cc: file
Dr. Allan Drash

Dr. Mike Gencl
Dr. Gil August
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1) Biosynthetic Hunan Growth Hormone

One potential abuse of this hormone is widespread treatment of children
with short stature cc ditioris in which neither the efficacy nor safety of
the growth hormone treatment has been oroven. Investigation of the effect of
grawthhorraw i these different conditions will require well controlled
multi-center naticnal studies to have sufficient patient population to ade-
quately answer the quest:cm that are being posed. The canuittee recommends
that use of grewth hormone in conditions other than growth hormone deficiency
and T'urner's syndrome be limited to studies that are adequately designed to
determine the efficacy of growth hormone in these conditions.

Another area of potential or real abuse is the use by athletes and
weightlifters to enhance physical performance by increasing strength. Increased
surveillance of athletes for use of anabolic stericds may increase the abuse
of GH even through its effect on muscle strength is conjectural.

The intetion of preventing the potential or real abuse of growth
hormone by athletes as has occurred with anabolic sceriods or to prevent

attempts to augment the adult heights of children without abnormalities of
gradhhormsneis antbdile of consideration. The committee suggests that
the following points should be considered in this deliberation:

1. Statements regarding the real abuse of growth hormone by athletes are
unsubstantiated and anecdotal.

2. Statements regarding the positive b-nefit of hGH to athletes based on the
physiological effects of hGH are conj ural and contradicted by renditions
of growth hormone excess.

3. The dosage of growth hormone squired to enhance the growth promoting
and anabolic effects of growth hooaone in a non-growth hormone deficient
individual is noticrownand may be beyond financial or physical possibility.

4. It is possible that the purported supply of biosynthetic growth hormone

that is apparently available to athletes may represent counterfeit labels
and vials with same inert material in the vial.

5. The proposed controls may not increase the cost of prodtation but they
certainly will increase the cost of distribution or prescription.

6. The central of growth honor one set a precedent that could be applied
to future products of recombinant DNA technology.

7. tom.' t_.410 it is difficult or incosnible to find a Pediatric Endscrinolo-
gist who has not been "tainted" by association with a pharmaceutical catcrany
through the clinical trials of biosynthetic hGH, the deliberations should

include input from those physicians that have been and will be most involved
in the treatment of children that benefit from growth hormone therapy. This
group of physicians is keenly are of the consequences of limited supplies
of growth hormone and most qualified to understand the metabolic consequences
of growth hormone.

8. Bawl or greater concern should be directed toward black market pituitary
growth hormone and other substances being "pushed" as growth hormone. It
seems unlikely that the proposed controls on biosynthetic hGHwili alter the
availability or use of these "growth hormones".

9. Schedule II status for CH would inhibit and restrict independent research

by increasing the paperwork required to initiate and use GH for nonindicated
uses and by eliminating the ability of the drug companies to distribute free
hormone.

10. Schedule II status would eliminate the current practice of the drug
companies of urrierwriting therapy for children without any means of payment.

11. The proposed oartrols must rot interfere with research into nonindicated
usages of growth hormone and should include provisions to facilitate (admin-

istratively and financially) research into the clinical uses of growth hormone
including its effect on athletic performance. The camaittee believes that
this approach may be the most productive in preventing or stopping abuse
of growth hormone.
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PUBLIC POLICY COUNCIL

American Ped lank Society
Charles Afford Jr M D

Unteerscy of Whams
Myron Genet MD

Yale Umsef scy

April 9, 1987

oflhe

Association el Medical School
Pedietric Department Chairmen

Ronan Blazed M 0
Ulhversny of Virg...

Thomas K Caner Jr M D
*lnortIsny of Putsburgh

Wayne V. Moore, M.D., Ph.D.
Chairman, committee on Future Uses

of Synthetic Hormones

1.8,010n Wilkins Pediatric Endocrine Society
Dept. Pediatrics

University of Kansas Medical Center
Rainbow Blvd. at 39th Street
Kansas City, Kansas 66103

Dear Wayne:

s000rftwpmamnriww,mh
visitant F Bestir.. 11.1
Lawn sny of C
Laurence Boxer M D
letortristy of escrow.

MymnG4mOJAD
MoUnlyonWyStMx0ollifoOkMw
.7.0.2.117
Newtimn.Connedkv106.510
OM 70409
Clui man

Per our conversation today, attached is a summary and testlmonAcz
from the heaAng yesterday on the abuses of human growth hormone.
I would encourage you to follow through with discussions with nr.
Fludettl of Rep. Waxman staff to explore the possibility of the
inclusion of your committee's reports and other discussion from
the upcoming business meeting in the hearing record for yesterday.

I believe we agree it is appropriate for tin society to be engaged
in discussions about possible legislative proposals which would
affect the distribution and use of synthetic human growth hormone.

Sincerely,

Myron newel, M.D.

cc: Sam Patti, M.P.
Claude Mldgeon, M.D.
Peter Budettl, M.D.

Members of Council of Academic Societies, Association of American Medical Colleges
Council on Government Affairs, American Academy of Pediatrics
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Department of Pediatrics
Children's Medical Center

OF DiE 11.7112ITY OF VIAGMA
andottesat. Wynn 22920

4004) 924 2760

April 13, 1987

Cong Henry Waxman
Chairman, Health and ilnvironment Subcommittee
Committee on Energy and Comm4rce
U. S. House of Representativis
Washington, D.C. 20515

Dear Sir:

Please include this letter as a component of the record for
the hearing held April 8, 1987, regarding possible regulation of
human growth hormone as a class II controlled substance.

My qualifications for expressing a knowledgeable opinion
regarding this proposal are as follows:

(1) Pediatric endocrinologist for 30 years.
(2) One of very first endocrinologists to administer human

growth hormone (1959).
(3) Appointed as first Director of National Pituitary Agency

by United States Department of Hialth and Welfare (1961).
(4) Continued as advisor to Agency until 1985.
(5) Served as consultant to .1ational Institute of Health

(1960-p7esent) - particularly in field of growth.
(6) Past president of Human Growth Foundation.
(7) Physician to over 1,000 growth horuone deficient patients

(1957 pcesent) and orer 5,000 children with other causes
of short stature.

(8) Investigator having administered human growth hormone tc
approximately 1,000 indiviOdals since 1959.

The concerns registered in t'.is letter are those which I
personally have, although help in coamon with many other
endocrinologists. The expression of those concerns is not to be
interpreted as my acting as spokesman for any scientific society
or for industry, although I suspect ma -y responsible physicians
would appreciate ay expressing these concerns also on their
behalf.

I do have concerns that there is the potential for human
growth hormone to be abused and/or misused, as there is the
potential for vitamins, antibiotics, analgesics, and hormones
other than growth hormone to be misused and abused. Although
human growth hormone may be misused, it will not be abused unless
it is given in unusually large or pharmacologic amounts, as the
usual therapeutic or physiologic amounts of growth hormone have
not been demonstrated to r,e injurious. In this respect human
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Congressman Henry Waxman
April 13, 1987
Page Two

growth hormone is analogous to thyroid hormone, cortisone,
testosterone, estrogen and vitamins.

The potential abusers of growth hormone fall into two
categories.

(1) Athletes who wish to enhance their prowess by developing
muscle mass.

(2) Normally statured children who are enticed or coerced by
their parents to receive pharmacologic doses of growth
hormone, in the hope that the child will achieve a height
which is above his expected height, even though the
expected height falls in the normal range.

The potential misuse of growth hormone may fall into severalcategories.

(1) The administration of growth hormone to non-growth
hormone deficient children who are markedly short and who
hope to grow as a consequence of receiving growth
hormone.

:2) The administration of growth hormone to elderly
individuals who hope to deter the ravages of aging.

(3) The administration of growth hormone to minimize and/or
treat obesity.

Since investigators soon will have the answers regarding the
possible effective use of growth hormone in non-growth hormone
deficient short children, in slowing the aging process, and inthe treatment of obesity, legislators should not focus their
attention on the possible misuse but on t:e potential abuse of
hormone.

Some athletes and a few misdirected parents will attempt to
divert growth hormone from the legitimate market. They may
occasionally be successful in certain instances regardless of the
regulations and threatened penalties. For example, such
regulations and threatened penalties have not prevented active
use of narcotics, stimulants, or steroids by athletes.

Theoretically the enactment of regulations throrgh drug
enforcement agencies might be effective in deterring such abuse.H , legislators must ask oaether the thwarting of abuse by afew athletes and a few misdirected parents justifies:

(1) the cost of time, effort and dollars to physicians and
drug enforcement agencies

(2) the limitations oz hormone to patients who need same
because of consequent increased costs and/o resultant
limitations of supply
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Congressman Henry Waxman
April 13, 1987
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Legislators also must ask if it is their responsibility to
protect athletes or a few normal children from their parents wheo
the "toxicity" that is a matter of concern with abuse occurs only
with long term exposure to pharmacologic amounts of growth
hormone. Toxicity has been observed ooly in patients with tumors
producing pharmacologic amounts at growth hormone over several
years.

The adverse consequences which would occur by passing
legislation classifying growth hormone as a Cii3S II controlled
substance, in my opinion, are the following, and I preface these
statement, by stating that they are concerns of air- as a
physician and not prompted by the statements or concerns of
copmercial companies.

(1) Drug enforcement agencies will spend valuable time,
effort and dollars, all of which are currently limited
and inadequate for these agencies to adequately police
life threatening controlled drugs such as morphine,
amphetamines, etc., which it is now their responsibility
to police. This would be a visdirection of resources.

(2) Patients who need growth hormone sight not have this
available to them because of the limited amounts that
would be manufactured and distributed under the
regulations governing "controlled substances".

(3) The costs of growth hormone will remain greater than
desirable, which will prevent needy patients from
receiving the hormone and/or inappropriately increase the
costs of health care to all of us because of costly
insurance premiums.

(A) The currently controlled distribution process, as
established by reputable pharmaceutical firms (Eli Lilly,
Genentech) will be torn asunder, and with the
availability of hormone in small local pharmacies, the
opportunity for abuse will be increased over the very
limited opportunity currently existing.

As I wrote to Dr. Peter Budetti, your counsel and aid, on
October 29, 1986, I plead that education be the mechanism that we
use to deter the possible abuse and misuse of biosynthetic growth
hormone instead of legislation. In ay opinion, legislation which
has neither been proven to be needed, or which may be more
detrimental than beneficial, should not be proposed.
Historically, a program once initiated by legislatioo, good or
poor, is with us for decades. On behalf of those who will
receive growth hormone for goo,' cause, I urge that you defer

propcsing legislation to make growth hormone a controlled
substance until significant abuse with toxicity is demonstrated,
and/or until such time that there is reasonable chance that the
legislation is more beneficial than detrimental to those the
legislators are trying to protect.

Res7ctfully submitted,

Robert
q

a , M.D.
Director, Children's Medical

Center
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Department of Pediatrics
Children's Medical Center

OF THE LEOVESSITY OF MGM
Osrlagewlge. Vaprata 2290I

1.474; sa4:746

May 12, 198'

Congressman Henry W
Chairman, Health i Hnvironment Subcommittee
Committee on Energy and Commerce
W..S. House of Representatives
Washington, D.C. 20515

Dear Cons Waxman:

This is in reply to your letter of May 6, 1987.

I reiterate that the concerns raised are mine as a physician
and are not prompted by the statements or concerns of commercial
companies. This statement was made in my letter to you of April
13, 1987, in which I stated, "The expression of these concerns is
not to be interpreted as my acting as spokesman for any
scientific society or for industry ... etc."

My concerns were exp d in my initial letter to you andare re exp d now because I am first and foremost an advocate
for children as I understand that you are also. My advocacy for
children ties to with my profassion of pediatrics. My advocacy
for children is why I was a founder of the Human Growth
Foundation and why I have attempted to assist children to growwho are dwarfed. I wrote on behalf of children and their parents
and not on behalf of industry.

My qualifications for expressing a knowledgeable opinion
regarding the proposal under consideration are those listed in my
letter of April 13th. Those qualifications also are those which
permitted me to undertake the establishment of a newsletter,
Growth, Genetics, and Hormones, which is supported under an
educational grant from Genentech. The purpose of this journal is
to bring to pediatricians and geneticists current reviews of the
literature on nutritional problems, genetic problems, and growth
problems. As part of these reviews, one will note that more than
50Z of the articles and the abstracts reviewed concern problems
totally unrelated to growth hormone. I have included 1
issues for your review to confirm that that is correct.

08licr of the earn=
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I would like to call your attcntion to the Letter from the
Editor in Vol. 1, il6 (page 5). "lease note that in the last
paragraph I state, "physiciacs providing medical care to children
should make every effort to identify and provide proper
evaluation and treatment for growth hormone deficient children.
H . as a pediatric endocrinologist with many years of
experience, I 22 concerned that this hormone may be abused and
given indiscriminately to children who say or say not benefit
from it. Hopefully physicians will resist the pressures to
prescribe growth hormone for children who have not been
adequately diagnosed as growth hormone deficient". I present
this statement to you to emphasize ay belief that growth hormone
must be used Judiciously and not misused or abused, and also to
emphasize my belief that education is the mechanism which we
should use to prevent misuse and abuse. Growth, Genetics, and
Hormones is used for that purpose.

I would like to emphasize that the editorial board at its
first meeting stated unequivocally, and it is recorded in the
minutes, that the board would be an independent body which would
act completely upon its own without any interference or action
by, and without any obligation to, Genentech, Inc. The editorial
board has rigidly followed this policy. I do receive
remuneration for my time rpent as an editor and these funds come
from the educational gra.t.

In your lePter to UP of May 6, 1987, you request that I
identify any relationship between myself znd any company
producing growth hormone. I have been sought out by Genentech,
nc., Eli Lilly Corp, and Serono, Inc., as might be expected from

my credentials, for adice and to participate in educational
conferences. It is my obligation as a scientist and a man with
much experience to assist industry in promoting educational
efforts which will prevent the misuse cr abuse of synthesized
prodrets. In such a role I have periodically been appropriately
paid as a lecturer or as a consultant for the time invested. As
such a lecturer and consultant I have frequently discouraged
misuse and abuse and misrepresentation.

Through my 30 years of scientific investigation I have tested
the therapeutic and toxic effects of many hormones. Such studies
have been undertaken with financial support for these studies
being supplied by various drug companies. During these years I
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Congressman Hannan
May 12, 1787
Page Three

have published many articles indicating that the therapeutic
agents under testi were ineffective. When the agents have
proven to be effective I have published these facts. The use
applies for studies with human growth horsone. Monies received
have been for th care of patients and not for professional or
personal recospe..se to me.

I trust that as an intelligent person responsible for seeing
that the best health care is delivered to citizens of this
country that you would want the h done by the best
individuals possible, and that you would expect that this
research would be financed by the institutions financial or

1 which are trying to obtain appropri
This is the in which I have functioned and performed.

In your letter to me of May 6, 1987, you suggest that
review the entire transcript of the hearing when it is published,
since such of the testimony bears on and runs somewhat counter to
the points I raised. I as certain that some of the testimony is
counter to the points which I raised. H I as also certain
that legislation at this time will be counter productive and will
not accomplish the goals which we all wish to accomplish. If the
,,ls are accomplished, it will be at tremendous expense and
effort to not only patients and physicians, but also to drug
enforcement agencies.

I would Ilk! to thank you for your effnrro As rho Chairman of
the Subconnitee on Health and Environment. You have been wise
counselor and legislator for many activities of children. I as
trusting that you and your committee will act similarly in
respect to the contemplated legislation in this instance. In the
event that education and other measures do not prevent
sligulficant abu,e of grcith hormone, legislation of the type
which you are suggesting can be passed in one, two or three years
from now. Growth hormone is not addictive, and there is no
evidence that it is significantly ad in its physiological
action if given over a two or three year period. Growth horsone
should not be considered along with cocaine and marijuana. It is
an effective therapeutic agent.

I an requesting that this entire letter be incorporated into
the substance of the ks that you Intend to place in the
record to give proper perspective to the record. To abstract any
part of these statements from this letter without incorporating
the full letter would not only be unfair but would not supply the
complete and cosprehensi%e information which you undoubtedly wiet
to supply to the Isenberg/ of you distinguished committee.

Respectfully submitt

Voi77//.,
ober6 M. 1111z d, .D.
Director, Children's Medical

Center
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MEDICAL DEVICES AND DRUG ISSUES
Prescription Drug Price Increases

TUESDAY, APRIL 21, 1987

HOUSE OF REPRESENTATIVES,
COMMITTEE ON ENERGY AND COMMERCE,

Stn3comurrEE ON HEALTH AND .= ENVIRONMENT,
Washington, DC

The subcommittee met, pursuant to notice, at 9:52 a.m., in room2123, Rayburn House Office Building, the Hon. Henry A. Waxman
(chairman) presiding.

Mr. WAXMAN. The meeting of the subcommittee will come to
order. The purpose of today's hearing is to investigate the dramatic
and continuing price increases for prescription drugs. In particular,
we want to explore whether the reasons cited by the drug industry
for these price increases have any basis in fact.

As many of you know, this subcommittee held hearings in July1985 to examine prescription drug price increases. At that time,prices were increasing at a rate roughly twice that of the Con-
sumer Price Index. Also at that time, witnesses for the drug indus-
try told us that increases of that magnitude were only a temporary
phenomenon. As it turns out, they were right. Today, drug prices
outstrip the CPI by far more than they did then. Sir ce July 1985,the CPI has risen by 2.? percent. Prescription drug prices haverisen 12.2 percent; a record 4.5 times greater than the Consumer
Price Index.

As we stated at the last hearing, unless the industry can provide
an adequate explanation for these price hikes, one can only con-
clude that what is going on is greed on a massive scale.

This hearing is to determine whether the industry has an expla-
nation for its price increases. At the outset, I must say I'm terriblyskeptical. I gather that the rationale offered at our last hearing
will be the same we will hear this year, namely price increases are
essential if research and development is to be expanded.

This is a rationale that we now have investigated thoroughly. As
part of the preparation for this hearing, the subcommittee sur-veyed the 25 largest pharmaceutical manufacturers constitutingroughly % of the industry by sales, to determine whether their
price increases were necessary to pay for they increases in re-
search and deveiopment. The results are summarized in the staff
reraedrstissued

today and they are not encouraging.
on data supplied by these manufacturers to the subcom-mittee, it's clear that the pharmaceutical industry has misled the

American people. Most of the money generated by the recent enor-
(1
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mous price increases is not going to fund R&D. Between the years
1982 and 1986, drug price increases produced revenue gains of $4.7
billion. During the same period, research and development expendi-
tures rose only $1.6 billion or about Y3 of the revenue gains from
price increases.

In short, the money was arriving in bucket loads but going to
R&D in spoonfuls.

We need to know what is going on with the drug industry. Too
many Americans depend on life-saving drugs for Congress to let
prices skyrocket without a clear explanation from the companies
involved. We must constantly remember that most Americans get
drugs only one way: by paying for them out of their own pockets.
Only a small fraction of the drugs consumed in the United States
gets paid for by the Government or by health insurance.

This particularly affects the elderly, most of whom live on fixed
incomes. While they constitute 11 percent of the population in this
country, they consume roughly 30 percent of the drugs prescribed
each year. As we will hear today, the elderly are upset and con-
earned about the prices they pay for drugs.

As we begin the hearing, let me repeat a key point. We focus
these hearings on the pharmaceutical industry not in spite of the
enormous benefits of its products but because of these benefits.
Drugs are important to our health. We must guarantee they are
denied to no one simply because they cost too much.

Before calling on our witnesses, I want to recognize members of
the subcommittee for opening statements they wish to make and
first of all, I want to call an a distinguished member of our subcom-
mittee, Congressman Whittaker, for any comments he wishes to
make.

Mr. WinTrAxxx. Thank you, Mr. Chairman.
This morning we resume an inquiry that this subcommittee

began nearly 2 years ago. At issue is whether the traditional
market forces prf:ita the consumer of prescription drugs while at
the same time allowing viability of the drugs manufacturers. We
heard disagreement on this issue in July of 1985 and I fully expect
we will again this morning.

I am sympathetic with the plight of the elderly patients, whose
prescriptions are expensive and not co-iered by his or her health
insurance plan. Prescription drugs are not discretionary items that
can be foregone one month because one's resources do not allow
their purchase.

I also think that the pharmaceutical industry has a responsibil-
ity which in the most part it has met, to develop the most up to
date products to protect our health. The industry must finance this
obligation through the prices of charges. I ize that patent
protection may give a pharmaceutical company the opportunity to
charge a price higher than could be charged if there were a com-
peting product.

This country has had a long tradition of providing incentives for
the development of new products through patent protections. I sin-
cerely hope we assess the repercussions of modifying those protec-
tions before we even think about changing them.

I request that each of the witnesses keep in mind that the mem-
bers of this subcommittee are very interested to know how the ab-
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brmiated new drug application patent term restoration and drug
export laws that were passed in 1984 and 1986 have affected domes-tic drug pricing.

Thank you, Mr. Chairman.
Mr. WAXMAN. Thank you, Mr. Whittaker. Mr. Sikorski.
Mr. Snrossra. I have no statement, Mr. Chairman, other than I

do commend you and the staff for moving this discussion forward.
Mr. WAXMAN. Thank you very much. Mr. Wyden.
Mr. WYDEN Thank you, Mr. Chairman. I, too, think these are

very important hearings and it seems clear to me drug prices are
going up at an exceptionally high level. The question is why. When
you listen to people in the industry, they will say that it is Govern-
ment policies feeding these huge price increases. On the other side,
when you listen to people in Government, it seems the practices in
the private sector are the mks that are contributing to these veryhigh increases.

I think what we need to do today is to look at what is really con-
tributing to these increases and figure out what can be done aboutit.

For example, I would like to know exactly what it means when
industry representatives say that $4.6 billion was spent 3n R&D in
1986. How much of that was on initial research in the new thera-
pies? How much on clinical trials? How much on research to
submit to the Food and Drug Administration? How much on mar-
keting and market research?

It just seems to me, Mr. Chairman, that we are in the dark with
respect to the key issues that go into drug pricing. I want to see us
keep this work in the marketplace but my understanding is that
marketplace forces don't come into play much in the drug industry.

I think to really get to the heart of this problem, we are going tohave to start getting some basic information. We are going to have
to shed some light on the key issues that relate to drug pricing.
These hearings give us that chance, Mr. Chairman I appreciate
your going forward with this session.

Mr. WAXMAN. Thank you very much, Mr. Wyden.
We have prepared to be distributed today a second Staff Report

on price increases for prescription drugs and related information.It is dated April 21, 1987. By unanimous consent, I would like to
have that Staff Report inserted in the record. Without objection,
that will be the order.

[Testimony resumes on p. 215.]
[The staff report follows:]
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SUMMARY OF FINDINGS

SECOND STAFF REPORT ON
PRICE INCREASES FOR PRESCRIPTION DRUGS

AND RELATED INFORMATION

SUBCOMMITTEE ON HEALTH AND THE ENVIRONMENT
APRIL 21, 1987

Background: In July, 1985, the Subcommittee on Heal 11 and the
Environment conducted its first hearing to explore the unprecedented
price increases for prescription drugs that began in 1981. Prior to
1981, prescription drug price increases had outpaced the consumer price
index only one time since 1967. From January, 1981 through June, 1985,
the CPI rose 23% while prescription drug prices rose 56%.

At the 1985 hearing, pharmaceutical inuustry witnesses testified
that the high price increases since 1981 were temporary fluctuations
from their normal pattera. They claimed that the increases were
essential if drug companies were to raise their expenditures for
research and development of new drugs.

IDdustry Trends: Price increases since July, 1985 have continued
at record high levels. The CPI has :ieen 2.7% since July 1, 1985,
while retail prescription drug prices have risen 12.2% -- a record 4
1/2 times greater. When compared to the period beginning January,
1981, the CPI rose 28% through December, 1986, while prescription drug
prices rose over 79%.

AMGARiSS Invited 1987 Hearings: The ten companies invited to
testify at the Subcommittee's April 21, 1987 heating have price
increases that are typical of the entire industry. These companies
also have many of the top-selling drugs. Set forth oelow are examples
of price increases for 1986 from the six companies invited to testify
who have declined to appear at the hearing:

Company

1986 Average
Wholesale Price

Drug and Ranking Increase

American Rome Products
Burroughs Wellcome
Glaxo
Eli Lilly
Roffmann-La Roche
SmithKline Beckman

(See Tables 6 and 7)

Inderal (28) 19%
Lanoxin (4) 50%
Zantac (8) 14%
Darvocet-N (5) 10%
Valium (9) 19%
Tagamet (3) 21%

Source: IMS, Ltd.
Medi-Span
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Subcommittee Survey: In order to evaluate the drug industry's
continuing claim that substantial price increases are required in order
to raise research and development expenditures, the Subcommittee
surveyed the twenty-five largest companies (by prescription drug sales
volume) in the Pharmaceutical Manufacturers Association. The
twenty-four responding companies constitute two-thirds of all
prescription drug sales in the U.S.

Data submitted by Ihe companies And aggregated 12 Ilia report
indicate that Ile industry hag misrepresented Ills facia. Between 1982
and 1986, drug price increases produced revenue gains of $4.7 billion
while research and development expenditures rose $1.6 billion. price
IllAA Produced 111122 llama revenue needed 12 Lund every dollar gl
nay research and development In addition to the revenues generated
from price increases, the same companies had an additional $4.2 billion
of increased revenues. During this five year period, the companies
increased their total revenues by $8.9 billion while increasing their
research and development expenditures by $1.6 billion. (See Tables
1-3).

During this same five year period, the companies raised their
marketing and detailing expenditures by almost the same amount -- $1.4
billion. (See Table 1).

Generic Drugs Cheaper: Prices Going Down- In the face of
extremely high price increases for brand name prescription drugs,
consumers currently have only one option. For off-patent brand name
drugs, like Inderal and Darvocet-N, consumers can purchase generic
versions at significantly lower prices. In addition, generic prices
are declining at the same time brand name drug prices are rising. (See

Tables 10-12).

=modal' gl 21mmagentical Industry Dnusual: Pharmaceutinal
companies claim that the industry is intensely competitive. Cleacly,
companies do compete to find the next major breakthrough drug.
However, whatever competition there is does not affect companies'
ability to raise prices.

During the time that drugs are under patent, companies have raised
prices constantly. In addition, through advertising to doctors,
consumer loyalty developed during the period the drug is patented and
deliberate efforts to discourage generic use, brand name drug companies
have created an economic marketplace that allows Ulm to raise prices
even after patents expire and generics can compete.
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EXPLANATION AND MAJOR FINDINGS OF St,RVEY
CONDUCTED BT SUBCOMMITTEE ON HEALTH AND THE ENVIRONMENT

Fcolanation
The Subcommittee on Health and the Environment recently completei

a survcy of the twenty-five largest fby sales volumes of prescription
drugs) pharmaceutical companies in the Pharmaceutical Manufacturers
Association. The letter and questionnaire are included in attachment
I. The questionnaire defined the terms 'research and development" and
"marketing and detailing.

Twenty-four companies responded to the questionnaire in a manner
that allowed the results to be aggregated. Revenues of the twenty-four
companies make up two-thirds of all prescription drug sales in the
United States.

:'aiQz Findings
1. Increases in revenues Itpm price changes All significantly larger
than Increases In /3 And D expenditures during the period 1.2.1amIltEx

micas lAs maxe Ilmn was pecessary la ZAS lax
All increases Ing.andp expenditures.

Between 1982 and 1986, drug price increases produced revenue gains
$4.738 billion while R and D expenditures rose $1.632 billion. The

revenue gains were 290% larger than the total increase in R and D
expenditures. In the years 1982-1986, drug price related revenut
increases were from 240% to 380% larger than the total increases in R
and D expenditures for those years.

2. =Al revenue IACIAAAAA ASA .4110A1 twice AA lugs AA lin revenues
4Axistd /gam PliCAIncrants.

Revenue increases can result '.um actions other than ridging
prices. For example, new drugs can me introduced and the volume of
sales of marketed drugs can increase. Total revenue incr::ises from
non-price related actions during the period 1982-1986 prv.ided
substantial additional revenues.

Between 1982 and 1986, non-price related increases were $4.168
billion while :a and D expenditures rose $1.632 billion.

3. imeenty-tvg ths twenty-four responding -mania had Increases In
revenues IL-Z psi0l changes that A= =at= hLaD increases
expenditures Ism B And 1) lax Ilsgs/led 1982-1986

All responding companies were grouped according to the percentage
by which their increases in revenues due to price increases during the
five years 1982-1986 exceeded their increases in R and D expenditures
during the same period. Two companies raised R and D more than the
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price-related revenues they received. Twenty-two of twenty-four had
greater revenues. Eight of 24 hal price-related revenues that were 4
to 10 times greater than 1 and D expenditure increases.

4. =Wang A04 Detailing expenditures sere smear than B And DAZianditatti flaring the nesind 1982-1186.
In total dollars and as a percentage of sales, the 23 companies

providing data spent more on marketing and detailinc, than on R and Dduring the years 1982-1986. In 1985 and 1986, total R and D exceeded
total marketing and detailing by a small amount.

These data raise the question of whether recent price increases
were to raise revenues for higher expenditures for marketing and
detailing as much as for R and D.

5 £ the eane .drugs =inns In the ILA. .ars consistently hiehex .thaniD foreign countries.

Because confidential data were used, the Subcommittee cannot
release actual prices. The U.S. and foreign prices of 130 drugs weresupplied to the Subcommittee. Counting each foreign country in which
those drugs were sold, the C.S. price exceeded the foreign price 79% of
the time (288 times), while the foreign price was greater 21% of thetime (76 times).

6. rognexis Alms& sms mAds hY sem "rand BAR2anananise. research-oriented

Thirteen of the 25 responding companies make generic drugs either
in a subsidiary or in the company itself.
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SUMMAR? OF TABLES

Ish1B These data provide a comparison of revenues, revenue
increases from price increases, R and D expenditures and marketing and
detailing :spenditures for each year 1982-1986 and for all five years
in aggregate. (See Explanation and Major Findings of Survey above.)

Table 1A4 These data group companies accorditg to the percent by
which theig inczaases in revenues due to price changes exceed their
increases in R and D expenditures for each year 1902-1986 and for all
five years in aggregate. (See Explanation and Major Findings of Survey
above.)

Table 2: These data compare R and D expenditures and marketing
and detailing expenditures for each year 19E2 -1986 and for all five
years in aggregate. (See Explanation and Major Findings of Survey
above.)

Table 3.: These data indicate that a large n'aber of research -
oriented companies also make one or more generic .rugs.

Ithle i and ugmaAnyingghAlts These data demonstrate that
following a number of years (roughly 1968-1980) in which the CPI rose
at a higher rate than the retail price of prescription drugs, the
siturcion suddenly reversed and, for the past five years, prescription
drus prices have grown dramatically faster than the CPI. At the time
of the Subcommittee's hearing in July, 1985, prices were growing at a
rate two to three times as fast as the CPI. Since the hearing, the CPI
has risen 2.7% while prescription drug prices have risen 12.2% -- a
record 4 1/2 times greater.

TSUI 5. and Accompanying Shut: These data compare the CPI and
the producer prices of prescription drugs for the same period as Table
4 and its accompanying chart. These data indicate that the increase in
prices to consumers has resulted from increases at the manufacturer
rather than the retailer level.

Table 1: These data show the wholesale price increases for the
top 20 selling drugs in the United States. In virtually every instance,
the pricer of these drugs have risen substantially faster than the CPI
during the same period. For example, during the period from January 1,
1981 to December 31, 1986, the CPI rose 28%. During the same rriod,
the price of Dyazide rose 88% while the price of Lanoxin .125 rose
526%.

Table I: These data provide percentage price increases for 1985
and 1986 for the best-selling products of the ten companies invited to
testify before the Subcommittee on Health and the Env!conment on April
21, 1987. Increases for most products are far greater than the
increase in the CPI.

Table 8: This table lists the top twenty selling drugs for all
sizes and dosages in the United States by sales volume (retail plus
hospitals).
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2Abl! 9: This table compares profit data for All manufacturers
versus pharmaceutical manufacturers in two ways: (i) profits per dollar
of sales, after taxes and (ii) Annual rates of profit on shareholder's
equity, after taxes.

Puarmaceutical manufacturers have consistently seintained higher
profit rates than other manufacturers in the United States. Because of
the relatively inelastic demand for most drugs and certain market
conditions (e.g., the ability to control prices for patented drugs),
pharmaceutical manufactures generally are able to maintain or increase
sales even when raising prices.

The level of profits per sales dollar indicates that while the
drug manufacturers dais that they have raised prices to finance R and
D in recent years, they also have substantially increased the
percentage of every sales dollar which is profit.

lible la: This table compares for the years 1984-86 the prices
charged by brand name and generic manufacturers for prescription drugs.
In most instances, the price of the :neric equivalent started at ag
point lower than the brand name and 11 while the price of the brand
name drug started at a higher level and increased.

Table 11: This table, derived from information submitted by
REVCO, a large drug store chain, shows price trends for selected
top-selling brand name prescription drugs and their generic
equivalents. During the period when generic prices were falling
dramatically, prices for brand name drugs rose significantly.

Table 12: This table, derived from data submitted by the American
Association of Retired Persons Pharmacy Service, the largest aril order
pharmacy service in the United States, compares the prices the pharmacy
service charged for brand name drugs and their generic equivalents. In
all instance, the generic equivalent cost substantially lees than the
brand name drug.
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TABLE 1.

RESULTS OF SURVEY BY THE SUBCOMMITTEE ON HEALTH AND THE ENVIRONMENT:MAJOR FINDINGS

1982 1983 1984 1985
(in millions)

1986 Total

Total Revenues from
prescription drugs 9,881.5 11,548.4 12,318.9 14,434.7 16,583.1 64,721.6

Increase in revenues
over previous year 2,343.8 1,528.4 770.5 2,115.8 2,148.4 8,906.9

Amount of revenue increases
from price changes

976.1 940.5 818.1 959.6 1,043.9 4,738.2
o...

CO
Increase in R 4 D
expenditures over
previous year 256.4 284.3 344.7 348.1 398.2 1,632.3

Co

Increase in Marketing and
Detailing expenditures
over previous year*" 364.5 274.7 205.6 250.2 307.5 1,402.5

Percent by which increases
total revenues exceed
increases in R i D

in

914% 540% 220% 610% 540% 546%
Percent by wnich increase.

in revenues from price
changes exceed ;ncreases
in R i D expenditures

380% 330% 240% 280% 260% 290%
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TABLE 1 (con't)

The 1982 figures are based on reports from 23 companies because one of the 24
companies responding to the survey did not provide its 'revenue increases due to
price Changes.' (The company did provide its 1982 total revenues and its 1982 R
and D expenditures.) All other years reflect reports based on 24 companies.

Research and Development (R and D) expenditures for a year are calculated by
reducing total R and D expenditures for the year by the amount of tax credits
that were taken in that year for R and D expenditures. (The tax laws allow a
pharmaceutical company to take a credit against its taxes in an amount equal to a
portion of the company's increase in its R and D expenditures.)

Because not all companies repo.ted fully, expenditures for Marketing and
Detailing are slightly understated. Expenditures for 1982 are based on reports
from 22 companies. Expenditures for 1983-86 are based on reports from 23
companies.

19!!
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TAME

RESULTS OF SURVEY BY SUBCOMMITTEE ON HEALTH AND THE ENVIRONMENT:
REVENUE INCREASES FROM PRICE CHANGES VERSUS R i D INCREASES

Ziplautign: This chart groups companies according to the percentage
by which their increases in revenues due to price changes exceed their
increases in R and D expenditures. The grouping is provided for each
of five years and for the average of the five years. One of the 24
responding companies did not provide sufficient data for 1982. That
company's average is based on four years of data.

Percentage Number of Companies Number of Companies with
Category with five year annual percentage in category

average percent in
category

1112 11E1 1211 1211 1111

<100% 2 2 2 4 4 5

101%-200% 5 3 8 7 3 4

201%-400% 9 9 7 8 10 6

401%-600% 5 2 4 3 3 2

601%-1000% 2 5 1 0 2 4

>1000% 1 2 2 2 2 3

' The 'percentage category' is calculated by dividing the increase in
revenues due to price changes by the increase in R and D expenditures.
If the increase in revenues is greater than the increase in R and D,
the percent will be 301% or larger. If the increase in revenues is
less than the increase in R and d, the percent wi'l be less than 1001.



TATILM

RESULTS OF SURVEY BY THE SUBCOMMITTEE ON HEALTH AND THE ENVIRONMENT:
R i D EXPENDITURES VERSUS MARKETING AND DETAILING EXPENDITURES'

198/ 1983 1984 1985 1986 Total
(in millions)

Total Revens from
prescription drugs

Total R&D expenditures"

Total marketing and
detailing expenditures 2,066.4 2,341.1 2,546.7 2,796.9 3,104.4 12,855.5

9,981.5 11,497.5 12,118.4 14,078.4 15,963.5 63,639.3

1,846.3 2,130.1 2,472.2 2,816.6 3,213.4 12,478.5

R i U expenditures as
% of sales 18.5% 18.5% 20.4% 20.0% 20.1% 19.64

Marketing and detailing
expenditures as % of
sales 20.7% 20.4% 21.0% 19.9% 19.4% 20.2%

This chart is based on reports from 23 companies.

Research and Development (R and D) expenditures for a year are calculated by
reducing total R and D expenditures for the year by the amount of tax credits that
were taken in that year for R and D expenditures. (The tax laws allow a
pharmaceutical company to take a credit against its taxes in an amount equal to a
portion of the company's increase in its R and D expenditures.)
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.TABLE

RESULTS OP SURVEY BY SUBCOMMITTEE ON HEALTH AND THE ENVIRONMENT:
GENERIC DRUGS AND MAJOR BRAND NAME COMPANIES

msnlanatiOns The survey respondents were asked whether they make
generic drugs either in their corporation or in a subsidiary. The
responses were categorized as follows.

Category Numter of Companies

Do not make in company or in subsidiary 12

Make in company 8

Make in subsidiary 5
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.TABLE 4.

CONPARISCN OF PRICE CHANGES: CPI 'ERSUS RETAIL PRESCRIPTION DRUGS

Consumer Price Index Prescription Drugs (Retail)
(4 Price Change) (% Price Change)

1967 ---- - - --

1968 4.2 -1.7
1969 5.4 1.3
1970 5.9 1.6
1971 4.3 .1

1972 3.3 -.4
1973 6.2 -.4
1974 11.0 2.4
1975 9.1 6.2
1976 5.8 5.4
1977 6.5 6.0
1978 7.7 7.8
1979 11.3 7.8
1980 13.5 9.2
1981 30.4 11.4
1382 6.1 11.7
1983 3.2 10.9
1984 4.3 9.6
1985 3.6 9.5
1986 1.9 8.6

Source: Bureau of Labor Statistics
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TABLE 5.

COMPARISON OF PRICE CHANVES: CPI VERSUS PRESCRIPTION DRUGS
(PRODUCER PRICES)

Consuner Price Index
(% Price Change)

Prescription Drugs
(Producer Prices)
(% Pric,t Change)

1967 ---- - - --

1968 4.2 -1.0
1969 5.4 .5
1970 5.9 -.2
1971 4.3 -.3
1972 3.3 .1
1973 6.2 .8
1974 11.0 4.3
1975 9.1 8.6
197 6 5.8 6.3
1977 6.5 4.2
1978 7.7 5.2
1979 11.3 7.0
1980 13.5 8.8
1981 10.4 11.7
1982 6.1 11.1
1983 3.2 10.7
1984 4.3 ).3
1985 3.6 9.2
1986 1.9 8.7

Source: Bureau of Labor Statistics
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TABLE fi

PERCENTAGE PRICE INCREASES FOR THE TWENTY TOP-SELLING
U.S. PRESCRIPTION DRUGS

Company

(AVERAGE /HOLESALE PRICE)

Drug 1981 1982 1983 1984 1985 1986

1. SmithKline Beckman Dyazide (caps) 8.2 10.1 12.2 23.5 12.1 10.1
2. Johnson & Johnson Tylenol 113 0.0 0.0 5.4 4.9 0.0 18.6
3. SmithKline Beckman Tagamet (300mg) 6.2 14.0 0.0 12.0 9.9 21.0
4. Bur roughs Wellcome Lanoxin (.25mg) 32.8 19.9 25.6 43.6 33.7 50.0
3. Eli Lilly Darvocet-N(100mg) 15.0 15.0 12.0 19.9 9.0 9.9
6. Burroughs Wellcome Lanoxin (.125mg) 33.0 20.3 24.4 49.3 40.3 50.0
7. ICI (Stuart

Pharmaceuticals) Tenormin (50mg) 0.0 12.0 4.0 9.0 14.4 8.2
8. Glaxo Zantac (150mg) NFDA NFDA A.DA 7.9 9.9 14.8
9. Hoffmann-La Roche Valli= (5mg) 3.5 10.8 20.0 20.0 9.6 19.3
10. Ciba-Geigy Slow K (600mg) 0.0 9.., 7.0 4.9 5.1 4.9
11. Hoechst Roussel Lasix (40mg) 0.0 10.2 0.0 0.0 0.0 0.0
12. Pfizer Procardia (10mg) AFDA ( .0 9.0 9.7 9.7 8.0
13. Beecham Amoxil (250mg/5m1) 0.0 0.0 0.0 d.0 0.0 0.0
14. Warner Lambert

(Parke Davis) Dilantin (100mg) 9.9 10.0 10.0 10.4 15.1 8.9
15. Eli Lilly Keflex (250mg) 10.0 23.2 6.0 9.0 8.9 15.5
16. Abbott Laboratories E. E. S. (400mg) 10.0 12.1 10.0 0.0 :2.7 0.0
17. Pfizer, Inc. Feldene (20mg) NFDA AFDA 0.0 0.0 ,9.8 0.0
18. Ciba-Geigy Lopressor (50mg) 19.- 11.9 10.1 23.1 10.0 19.8
19. Beecham Amoxil (250mg) '.0 0.0 0.0 0.0 1.0 0.0
20. Upjohn Xanax (0.5mg) t 0 10.1 18.3 21.0 11.0 4.5

Source: Medi-Span

* Prices cited are for quantities of 100 per package -- generally the most
widely purchased size.

NFDA -- Not yet approved for sale by FDA
AFDA -- First approved for sale by FDA.
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TABLE 1

PLACEWAGE PRICE INCREASES FOR BEST-SELLING 2RODUCTS OF COMPANIES
INVITED TO TESTIFY BEFORE THE SUBCOMMITTEE ON HEALTH AND THE

ENVIRONMENT

Company /Products

1 Abbott Laboratories -- DP*

price Increases
Ini 1911

Depakene 9.0 19.7
E.E.S. (1.3) 1.9
Enduran 7.6 13.6
K-Lor 6.0 8.9
K-Tab 9.7 11.5
Tranrene 20.5 22.8

2 American Aug products -- DP
Inderal 20.2 16.0
Premarin 15.0 23.3
Isordil-AWP** 8.0 14.6
Synalgos-AWP 21.0 21.0
LoOvral 9.1 10.2
Ativan 27.9 20.4
Ovral 12.2 11.4
Serax 27.9 27.4

3 Burroughs Wellcome -- AWP
Actifd 14.5 9.3
Cortisporin 11.1 10.0
Empirin w/Codeine 9.0 6.5
Lanoxin 40.6 39.5
Neosporin 17.5 11.4
Septra 8.6 11.7
Zovirax-Oral 0.0 1.4
Zyloprim 18.2 0.0

4. LabB -- DP
Apresoline 15.0 29.2
Ludiomil 12.2 12.8
Ritalin 10.8 9.9
Ser-Ap-Es 7.4 30.2
Slow-K 8.0 5.0
Transderm Nitro 3.7 2.3

Geiay AWP
Brethine 8.1 6.2
Lopressor 9.5 24.0
Tegr etoi 10.1 8.1
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5. Mug, Ing. AWP

22au 2 (con't)

Zantac 12.4 10.8
Ventolin 10.0 8.9

6. gal Lilly And AWP
Darvocet-N 19.2 9.6
Cecl or 9.8 12.4
Darvon 19.2 9.6
Insulin I 6.1 7.1
Humulin 0.0 0.0

Keflex 9.8 13.9
Nalfon 9.8 12.0

7 Hoffmann -La Roche -- AWP
Bactrim 9.2 12.6
Dalmane 15.0 12.8
Librax 21.1 12.8
Valium 17.0 12.8
Accutane 10.0 11.0

8. SmithKline Beckman -- ARP
Dyazide 13.8 13.7
Tagamet 12.6 15.3

9 Sterling Drug -- AWP
Danocrine 11.4 15.9
Neggram 17.7 20.3
Neo-Synephrine 18.2 23.4
Plaquenil 19.4 24.1
Talwin 18.3 18.7
Demerol 18.8 20.3

10 Warner-Lambert -- DP
Dilantin 12.6 11.8
Meclomen 10.0 16.7
Procan SR 7.2 6.1
Benadryl 7.4 9.1
Centrax 15.0 15.0
Loestrin/Norlestrin 14.2 13.7
Anusol 9.9 8.2
Lopid 10.2 9.1
ERYC 9.2 0.8

* DP = Direct Price
** AWP = Average wholesale Price

Source: Eberstadt Fleming Inc.

209



Drug

205

TAME a

TOP TWENTY-FIVE SELLING DRUGS IN THE U.S. IN 1986
(RETAIL AND HOSPITAL SALES)*

Sales Company
(millions of dollars)

19

1. Tagamet 553 SmithKline Beckman
2. Zantac 448 Glaxo
3. Naprosyn 287 Syntex
4. Dyazide 282 SmithKline Beckman
5. Keflex 279 Eli Lilly
6. Tenormin 254 ICI (Stuart)
7. Mefoxin 225 Merck
8. Procardia 223 Pfizer
9. Ftldene 215 Pfizer

10. Xanaz 214 Upjohn
11. Cardizem 210 Marion Labs.
12. Valium 208 Hoffmann-La Roche
13. Tylenol 205 Johnson and Johnso,.
14. Capoten 194 Squibb
15. Ceclor 194 Eli Lilly
16. Inderal 181 American Home Products
17. Lopressor 178 Ciba-Geigy
18. Clinoril 356 Merck
19. Transderm -Nitro 142 Ciba-Geigy
20. Aldomet 133 Merck
21. Premarin 124 American Home Products
22. Vancocin 116 Eli Lilly
23. Ativan 115 American Home Products
24. Motrin 115 Upjohn
25. Darvocet-N 114 Eli Lilly

* For purposes of this chart, all dosage forms and package sizes of the
drug are combined to produce a total sales figure.

Source: International Marketing Services Pnerica, Limited

210



206

20

TABLE I

PROFITS PER DOLLAR OF SALES (CENTS)
AFTER TAXES

Year
All Manufacturing

Corporations
Pharmaceutical

Corporations*

1967 5.0 10.1
1968 5.1 9.7
1969 4.8 9.F
1970 4.0 9.4
1971 4.2 9.5
1972 4.3 10.1
1973 4.7 10.2
1974 5.5 12.2
1975 4.6 11.9
1976 5.4 12.2
1977 5.3 12.1
1978 5.4 12.5
1979 5.7 13.3
1980 4.9 13.2
1981 4.8 11.0
1982 3.5 13.1
1983 4.0 13.4
1984 4.6 13.2
1985 3.8 9.8
1986 3.7 14.5

* Note: For the purpose of this table, pharmaceutical corporations are
defined as corporations primarily engaged in manufacturing biologicals,
inorganic and organic medicinal chemicals, pharmaceutical preparations,
and grading, grinding, and milling of botanicals.

Source: Quarterly Financial Reports for Manufactuirng, Mining and
Trade Corporations, Federal Trade Commission (through 1981); U.S.
Department of Commerce, Bureau of the Census (zince 1982).
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.TABLE 21I

ANNUAL RATES OF PROFIT ON STOCKHOLDER'S EQUITY (PERCENT)
AFTER TAXES

All Manufacturing Pharmaceutical
Corporations Corporations

1967 11.7 18.7
1968 12.1 18.3
1969 11.5 18.4
1970 9.3 17.6
1971 9.7 17.8
1972 10.6 18.6
1973 12.8 18.9
1974 14.9 18.7
1975 11.6 17.7
1976 13.9 18.0
1977 14.2 18.2
1978 15.0 18.8
1979 16.4 19.3
1980 14.0 19.9
1981 13.7 16.8
1982 9.3 19.7
1983 10.6 20.3
1984 12.4 20.2
1985 10.2 15.2
1986 9.6 22.9

' Note: For the purpose of this table, pharmaceutical corporations
are defined as corporations primarily engaged in manufacturing
biologicals, inorganic and organic medicinal chemicals, pharmaceutical
preparations, and grading, grinding, and milling of botanicals.

Source: Quarterly Financial Reports for Manufacturing, Mining and
Trade Corporations Federal Trade Commission (through 1981); U.S.
Department of Commerce, Bureau of the Census (since 1982).
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TABLE 11

PRICES POR SELECTED TOP-SELLING PRESCRIPTION DRUGS:
BRAND NAMES VERSUS GENERICS

(wholesale -- packages of 100)

Drug 1984 1985 1986

Aldomet 250mg tab
NETNYLDOPA 250mg

Company A
Company El

17.95

9.23
12.45

19.11

9.88
*13.40

21 03

6.70
13.40

Aldoril -25 tab
NETHYLDOPA/HCTZ 25mg

Company A
Company B

24.43

NA
NA

26.63

13.75
NA

29.83

12.95
18.95

Ativan lmg tab 24.23 31.20 40.99
LORAZEPAN lmg tab

Company A NA 13.90 7.16
Company B NA 15.70 15.70

Catapres 0.1mg tab 18.03 19.83 21.61
CLONIDINE HCL 0.1mg tab

Company A NA NA 3.80
Company B NA NA 4.90

Dalmane 30mg 21.68 23.64 28.21
PLORAZEPAN 30mg

Company A NA 15.77 12.85
Company B NA NA 17.50

Darvocet N - 100 24.88 27.12 29.83
PROPDXYPHENE-N-100/APAP

Company A NA 12.00 10.50
Company B NA 17.95 17.95

Diabirose 250mg 34.59 34.59 34.59
CHLORPROPANIDE 250mg

Company h 2.85 2.85 2.85
Company B 18.25 4.10 4.10
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TABU 12 (con't)

Inderal 40mg 17.04 19.51 23.60
PROPRANOLOL 40mg

Company A NA 10.16 4.42
Company B NA 11.95 11.95

Indocin 25mg 29.33 31.76 35.38
INDOMETRACIN 25mg

Company A 10.90 9.45 4.95
. Company B 17.60 14.45 8.50

Valium 5mg 22.36 26.50 29.24
DIAZEPAM 5mg

Company A NA 13.75 12.95
Company B NA NA 18.95

GENERIC EQUIVALENTS INDICATED IN CAPITAL LETTERS

NA = drug not available in generic form through that generic
manufacturer

Source: Brand name prices provided by Medi-Span
Generic prices provided by Generic Pharmaceutical Industry

Association

MR: All brand and generic pharmaceutical companies requested that all
manufacturer price information that they supplied be treated
confidentially by the Subcommittee. In accordance with these requests,
brand drug price data is from other sources, such as Medi-Span, and
generic price information is not identified by company.

214



Z!JILE

PRICE CHANGES FOR SELECTED TOP-SELLING PRESCRIPTION DRUGS:
BRAND NAMES VERSUS GENERICS

Brand Name Date Price Generic Equivalent Date Price

change change

(6)
(1)

Aldomet 250mg tab 1-1-85 Methyldopa 250mg 4/85-2/87 -27

1-1-86 +10
1-1-87 +11

Aldoril -25 tab 1-1-85 methyldopa/HCTZ 25mg 2/86-2/87 -19

1-1-86 +11
1-1-87 +11

Ativan 1mg tab 1-11-85 Lorazepam 1mg 12/85-12/86 -52

6-14-85 +11
11-13-86 +13

Catapres tab 0.1mg 1-28-85 Clonidine HCL 0.1mg 5/86-2/87 -82

2-3-86 +8
2-9-87 +9

Dalmane 30mg 3-4-85 Flurazepam 30mg 12/85-11/86 -28

1-6-86 +9

10-22-86 +8

Darvocet-N-100 6-3-85 Propoxyphene- N- 100 /APAP 8/5 -11/86 -19

6-19-86 +9

Diabinese 250mg 5-1-84 Chlorpropmmide 250mg 10/84-12/86 -55

6-1-86 +5



TABU 11 (con'ty

Inderal 40mg 1-2-85 Propranolol 40mg 7/85-1/87 -78
1-2-86 +6
10-1-86 +7

Indocin 25mg 1-1-84
1-1-85 +8

Indomethacin 25mg 4/b4-11/86 -60

1-1-86 +11
1-1-87 +11

Valium 5mg 3-4-85 Diazepam 5mg 8/85-2/87 -83
1-6-86 +8
10-20-86 +8

Source: REVCO D.S., INC.

These price changes were recorded for drugs purchased from pharmaceutical
manufacturers by REVCO during the periods listed.
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TABLE 12

PRICES CHARGED TO CONSUMERS WHO ARE AARP MEMBERS
FOR LEADING BRAND NAME DRUGS AND GENERIC EQUIVALENTS

All prices are for a quantity of 100
Prices effective April 17, 1987

Aldomet 250 mg. Tab. 20.95
METHYLDDPA 250 mg. 9.95

Aldomet 500 mg. Tab 36.95
METHYLDDPA 500 mg. 18.95

Diabinese 250 mg. Tab. 29.70
CFLORPROPAMIDE 250 mg. 8.50

Inderal 10 mg. Tab. 11.35
PROPRANOLOL 1V mg. 5.50

Inderal 20 mg. Tab. 15.40
PROPRANOLOL 20 mg. 7.95

Inderal 40 mg. Tab. 19.75
PROPRANOLOL 40 mg. 9.95

Inderal 80 mg. Tab. 32.20
PROPRANOLOL 80 mg. 17.95

Indocin 25 mg. Cap. 31.95
INDOMETHACIN 25 mg. 13.95

Lasix 40 mg. Tab. 11.95
PUROSEMIDE 40 mg. 5.95

Motrin 400 mg. Tab. 12.95
IBUPROFEN 400 mg. 7.95

Norpace 100 mg. Cap. 26.10
DISOPYRAMIDE 18.95

Valium 5 mg. Tab. 26.95
DIAZEPAM 5 mg. 9.50

GENERIC EQUrVALENTS INDICATED IN CAPITAL LETTERS

Source: American Association of Retired Persons Pharmacy Service
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As you may knov, the Subcommittee on Health and the Environment is
concerned about the rise in the prices charged for prescription drugs
in the United States during the past six years. We explored various
aspects of this issue at a hearing on July 15, 1985 and indicated that
we planned to revisit the issue at a later point. We have decided to
hold another hearing this year. It is tentatively scheduled for April
6. 1987.

In order to explore the explanations given for these price
increases by several pharmaceutical company witnesses at our July 15
hearing. we have decided that it is necessary to ask 25 of the mayor
pharmaceutical manufacturers to respond to a questionnaire regarding
their pricing policies. The information derived from the questionnaire
will be aggregated by the Subcommittee in order to publish a report
that providers an industry-wide picture of prescription price increases
and the rationale that has been given for them. lbs finkmaitiss y112
001 seisms Any data Ix= tbs amtlonnolts odtb Loma to 1011131141,41
XSADODDSM AD4 Y111 maldsr all Opts Wallas to lar/inlsbakl cgrimalsz
to Os ottoilsitatiol.

The Subcommittee requests that you answer all questions. We would
appreciate your response no later than March 13. 1987. We appreciate
your cooperation. If you have any questions, please feel free to
contact either Bill Corr or Bob Adler at (202) 226-7620.

With every good wish, I am,

HAW/ban

Sincerely,

HENRY A. WAXMAN
Chairman, Subcommittee on
Healtn and the Environment
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QUESTIONNAIRE REGARDING PRESCRIPTION DRUG PRICES

1. What were your company's total revenues in the United States
from the sate of prescription drugs for each year 1981-1986?

2. What percent of the revenues referred to in question 1 for
each year 1981-1986 were der'ved from higher prices, as opposed to
increased unit sates or the introduction of new products?

3. What were your company's total expenditures in the United
States for research and development for prescription drugs for each
year 1981-1986? Of the amount for each year, what did your company
spend on new chemical entitie,, i.e., active ingredients never before
approved by FDA (count only the expenditures for the first approval of
the new chemical entity)?

(For purpow.s of this question, the term 'research and
development' ES,'%1JSts marketing and detailing expenditures and insIvOes
basic and applied research as well as development activities carried on
or supported in the pharmaceutical, biological, chemical, medical and
related sciences, including psychology and psychiatry, if the purpose
of such activities is concerned ultimately with the utilization of
scientific principles in understanding diseases or in improving health.
This definition is the same as that used by the Pharmaceutical
Manufacturers Association in its bniml Survey RePori DI L.S.
PSDXSIDEM1Sal 1DSASIXY.)

4. What is the dollar amount of the tax credit taken by your
company for 'research and experimental expenditures' for prescription
drugs for each year 1982-1986?

S. what were your company's total expenditures in the United
States for marketing and detailing for prescription drugs for each year
1981-1986? For purposes of this question, the term 'marketing and
detailing' excludes research and development and includes all
activities relating to advertising, sales, promotion, exhibitions,
conventions, market research and detail work.

6. For each year during the period 1981-1986 and for each of your
company's ten top-selling prescription drugs (by dose and package
size), state the amount and percent by which your company increased the
price of the drug over the previous year (for example, for 1981, state
the percentage increase by which your company increased the price of
the drug over the year 1980).

7. Provide the price in the United States as of January 1, 1987
of your company's ten top-selling prescription drugs (i.e., those
producing the greatest sales revenue) by dose and package size. (For
purposes of this question, please treat different dosage and package
sizes of a drug as separate drugs.) For each of these drugs and for
the same date, provide in dollars the prices of each drug in each of
the five toreign countries in which you have the greatest sales revenue
for each drug.

S. Does your company own or control any company that makes
generic drugs? Provide the name of the Company that sakes generic
drugs. Does your company own or control a subsidiary that owns or
controls a company that makes generic drugs? Provide the name of the
subsidiary and the company that it owns or controls that makes generic
drugs.
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Mr. WAXMAN. This report is available today. It indicates the
findings of the staff through a survey of drug companies that have
been asked to give us information about their price increases and
their R&D costs.

Mr. WHITTAKER. Mr. Chairman, can I inquire on the part of the
minority if we had access to that report and had an opportunity to
review it?

Mr. WAXMAN. I would hope it had been shared by the minority
staff but this was prepared by the staff of the subcommittee for the
Chairman. It is a survey we have taken of the various pharmaceu-
tical companies.

Mr. WIITITAKER. I would like the record to show that the minori-
ty in fact has not had an opportunity to look at that report.

Mr. WAXMAN. The record will so note.
The first witnesses I'd like to call forwai d to testify are Mr. Jack

Guildroy, American Association of Retired Persons, accompanied
by Judith Brown, Pohcy Specialist for the AARP and Mr. William
Hutton, Executive Director of the National Council of Senior Citi-
zens, who will be accompanied by Benjamin Gordon, Staff Econo-
mist.

If you would please come forward and take seats at the table. We
want to welcome you co our subcommittee hearing this morning.
Your prepared statements will be made part of the record in full.
What we would like to ask each of you to do is to summarize that
testimony in no more than 5 minutes so that we will have a full
opportunity for questions and answers and to hear all the other
witnesses.

Mr. Guildroy, why don't we start with you.

STATEMENTS OF JACK GUILDROY, MEMBER, NATIONAL LEGIS-
LATIVE COUNCIL, AMERICAN ASSOCIATION OF RETIRED PER.
SONS, ACCOMPANIED BY JUDITH BROWN, POLICY SPECIALIST;
AND WILLIAM R. HUTI`ON, EXECUTIVE DIRECTOR, NATIONAL
COUNCIL OF SENIOR CITIZENS, ACCOMPANIED BY BENJAMIN
GORDON, STAFF ECONOMIST

Mr. GUILDROY. Thank you, Mr. Chairman. My name is Jack Guil-
droy. I'm a member of the National Legislative Council of the
American Association of Retired Persons. With me is Judith Brown
who deals with pharmaceutical issues for AARP.

AARP is very appreciative of the Committee's invitation to be
here today. We are a membership organization representing over
25 million Americans age 50 and older. AARP has always main-
tained a keen interest in pharmaceutical issues, since older persons
consume a disproportionately high amount of prescription drugs.

We commend you, Chairman Waxman and other members of the
Committee, for focusing attention today on continued price in-
creases by the pharmaceutical industry, and uncompetitive prices
of some large drug manufacturers, who disparage the use of gener-
ic equivalence to their brand name products.

As this Committee's July 1985 hearings on these same issues
made clear, prices for prescription drugs began to sky rocket in
1981 and have far out paced other items in the Consumer Price
Index ever since. It was AARP's hope that congressional scrutiny
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and media attention might serve to moderate the upward trend in
prescription drug prices but that trend has continued unabeted.

Drug companies set high prices for new drugs coming on the
market and increase their prices sharply and frequently because
they discovered they can. The United States is virtually the last
country in the world without some form of control over prescrip-
tion drug prices. Consumers who are more often elderly are held
hostage by whatever pricing structure a pharmaceutical company
wishes to adopt.

Price increases in recent years seem to ignore the fact that pre-
scription drugs are necessary, not discretionary items.

Patients can't put off buying essential drugs until there is a sale
at their pharmacy or until they have enough money saved. AARP
has long urged that compassion be shown in drug pricing, since the
profits and activities of the multi-billion dollar drug industry are
supported almost entirely by sick, often elderly people.

In 1985, expenditures for prescription drugs were the second
highest out of pocket costs for older Americans, led only by the cost
of long term care. In 1986, drug expenditures for the population
aged 65 and over were projected to be $9 billion. Of that, $7.3 bil-
lion, 81 percent, was estimated as out of pocket expenses for the
elderly.

We have included detailed figures on the increase in out-of-
pocket spending for older Americans in an attachment to our
formal statement. We listed many of the individual price increases
that have contributed to the overall burden of high drug costs and
some of the rates and frequencies of the increases are alarming.

For example, Inderal, from 1983 to 1986, 7 increases amoun4ing
to a rise of 118 percent. Lanoxin, from 1983 to 1986, 5 increases,
totaling an increase of 168 percent. Lopressor, from 1983 to 1986, 6
increases, a rise of 79 percent.

AARP shared the hope of Congress in 1984 that more competi-
tion would be seen in the pharmaceutical marketplace by removing
obstruction for generic approval but our worse fears were quickly
realized. We saw millions of dollars poured into activities to main-
tain rand loyalty and to unfairly disparage generic competition.

We have been very vocal and visible in responding to this anti-
generic campaign waged by some brand name manufacturers. Ef-
forts to persuade health professionals thaw generics are unsafe and/
or ineffective have spawned a new realm of, dare we use the term,
"innovation," in the drug industry. The deceptive tactics we have
seen since the passage of the 1984 legislation are too exhaustive to
list in full even in our formal statement.

We continue to fight anti-generic messages on many fronts. From
a nationally syndicated TV show, Hour Magazine, this January,
that promised viewers throughout the day that they would learn of
the "clangers of generic drugs," to the director of a State pharma-
ceutical association telling AARP leaders this February that gener-
ic drug companies can "mix active ingredients with cement."

AARP believes the time has arrived for policy makers to serious-
ly consider alternatives to our present system of financing prescrip-
tion drug costs, especially for the elderly and alternatives to the
current pricing structure which amounts to what the market will
bear for these es- tial, often live-saving products.
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We believe that a restructuring of our current system dser;es
serious consideration. AARP has been closely studying the Canadi-
an system and believes that the savings demenstrated under the
compulsory licensing law offers the United States an appropriate
market-oriented model for moderating the trend in escalating pre-
scription drug prices.

Policy makers in the U.S. must begin to help mal- access to pre-
scription drug therapies a priority for the Natio. 's health care
system.

Thank you, Mr. Chairman.
[Testimony resumes on p. 234.]
[The prepared statement of Mr. Guildroy follows:]
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Testimony

of the

American Association of Retired Persons

The American Association of Retired Persons (AARP) appreciates

the Committee's invitation to be here today. AARP is a

membership organization representing 25 million Americans age 50

and older. AARP has always maintained a keen interest in

pharmaceutical issues since older persons consume a

disproportionately high amount of prescription drugs. Although

those age 65 and older constitute 12% of the population, they

consume 30% of the nation's prescription drugs. AARP's interest

in the drug arena is on access to safe, effecPtve and affordable

drugs.

We commend you, Chairman Waxman, and other members of the

Committee for focusing attention today on continued price

increases by the pharmaceutical industry and uncompetitive

practices of some large drug manufacturers to disparage the use

of generic equivalents to their brand name products.

Our testimony today will discuss:

o Pharmaceutical industry pricing practices;

o Prescription drug expenditures for older persons;

o Recent prescription price increases;

o Anti-generic drug activities; and,

o Alternatives to our present system.

- 1 -
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Industry Pricing Practices

As this Committee's July 1985 hearings on these same issues made

clear, prices for prescription drugs began to skyrocket in 1981

and have far outpaced other items in the Consumer Price Index

(CPI) ever -.nce. Between the period of January 1981 to June

1985, prices for prescription drugs rose 56%, compared to the

rise in the overall CPI of 23%. it was AARP's hope that

Congressional scrutiny and media attention might serve to

moderate the upward trend in prescription drug prices, but that

trend has continued unabated.

In 1986, prescription prices were again the highest of all

medical care components, increasing at a rate of 8.6% last year,

compared to the overall rise in the CPI of i.9%. 111

Drug companies set high prices for new drugs coming on the market

and increase their prices sharply and frequently because they

discovered they can. Th United States is virtually the last

country in the world without some fo..a of control over

prescription drug prices. Prescription 0-mg consumers, who are

more often elderly, are held hostaim by whatever pricing

structure a pharmaceutical company wishes to adopt. Price

increases in recent years seem to ignore the fact that

irescription drugs are necessary, not discretionary items.

2
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Patients cannot put off buying essential drugs until there Is a

sale at their pharmacy or until they have more money saved. AARP

has long urged that compassion be shown in drug pricing, since

the profits and activities of the multi-billion dollar drug

industry are supported almost entirely by sick, often elderly

people.

There are few, if any, free market forces operating in the

prescription drug industry. The decisions as to which product

will be prescribed and, in most states, if a generic equivalent

drug may be substituted rests with the doctor. Although the term

"consumer" is frequently used to describe those who take

prescription drugs, the consumer in the pharmaceutical

marketplace has little decision-making power. They just get to

pay the bills. The bills, especially for older Americans, are

steep. In 1985, the nation's total expenditures for prescription

drugs and medical sundries were $28.5 billion. Of that sum,

$21.7 billion (77%) was paid directly by consumers. (2) In 1985,

expenditures for prescriptio, drugs were the second highest

out-of-pocket cost for older Americans, led only by the cost of

long term care.

Expenditures by Older Americans

Data about prescription drug costs for specific populations is

difficult to obtain. A study commissioned by AARP projected 1986

-3-
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drug expenditures tor the population age 65 and over to be $9

billion. Of that, $7.3 billion (81%) was estimated as

out-of-pocket expenses for the elderly. (3)

Two HARP national surveys conducted in 1985 (4) and 1986 (5)

sought to assess the impact of increasing drug prices on older

Americans. Of those aged 65 and older who were taking any

prescription drugs regularly, over half (55%) said they received

no assistance in paying for those drugs from insurance or other

health coverage. In just one year for this group, there appeared

a 42% increase in the percentage of persons wh,, paid the most

money out-of-pocket (over $480 per year). We have included more

detailed figures on out-of-pocket spending as an attachment to

this testimony.

In both 1985 and 1986, even of those older persons who received

assistance in paying their prescription drug bills, 71% still had

to pay some money out-of-pocket.

The cost of drugs also emerged as a major factor in patients'

decisions not to fill a prescription ordered by their doctor. In

1982, HARP asked survey respondents who had declined to gee a

proscription filled for their -easons: cost was thf fourth

reason given. (6) When asked again in 1986, cost was given as

the second most important reason. Clearly, cost has gained in

-4-
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prominence as a reason for non-compliance with prescribed drug

regimens.

Recent Price Increases

Some of the price increases that have contributed to the overall

burden oZ high drug costs are listed by individual drug products

as an attachme.nt. The manufacturers' price increases were

compiled by the AARP Pharmacy Service for some of their top

selling drugs. Some of the rates and frequencies of the

increases are alarming:

Product Number of Price Increases Total I
(Manufacturer) Increase

Inderal 40 ag 7 increases from 1/83 - 10/86 118%
(Ayerst)

Lanoxin .125 mg 5 increases from 9/83 - 3/86 168%
(Burroughs-Wellcome)

Lopressor SO mg 6 increases from 3/83 - 7/86 79%
(Geigy)

Waxide (cap) 5 increases from 6/83 - 3/86 70%(UP)

Tenormin 50 mg 7 increases from 6/82 - 9/86 57%
(Stuart)

We have seen no moderation in price increases when the patent for

brand product expires and the product is subject to gcneric

competition. Contrary to accepted market theory, brard name

prices continue going up when met pith competition. In a rush to

offset decreased market share, many companies raise prizes

-5-
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significantly in the time period before the brel3 product goes

off patent. In this way, consumers get burned twice: they must

pay whatever price demanded while the manufacturer has a

monopoly, then they mutt pay an artificially inflated price for

the coming generic product, since generics are usually priced .s

a percentage of th brand name.

Anti-Generic Campaign

AARP shared the hope of Congress in 1984, with the passage of the

Drug Price Competition and Patent Term Restoration Act, that more

competition would be seen in the pharmaceutical marketplace by

removing obstructions for generic approvals. We hoped that

enactment of the legislation would exert downward pressure on

prescription drug prices. Our worst fears were realized quickly,

however, when we saw millions of dollars being poured into

activities to maintain brand loyalty and unfairly disparage

generic competition.

AARP has been very vocal and visible in responding to this "anti-

generic" campaign waged by some brand name manufactures. Efforts

to persuade health professionals that generics are unsafe and/or

ineffective have spawned a new realm of 'innovation' in the drug

industry. The deceptive tactics we have seen since the passage

of the 1984 legislation are too exhaustive to list in full. The

following list, however, should provide an indication of the

-6-
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scope of anti-generic activities:

O Blatant misrepresentations made by PMA member

companies to state legislative committees. This is

of special significance to AAMP when false statements

are made in the context of discussions surrounding

states' adoption of programs to assist marginally

poor elderly in paying their prescription drug bills,

as was the case in New York.

o False and misleading advertising in professional

journals which inferred that generics are, in various

unsubstantiated ways, inferior to brands.

o Covert funding of supposedly 'independent"

practitioners and academicians to go on the speaking

circuit to cast false aspersions on the safety and

quality of generic drugs.

o A series of unsubstantiated anti- generic articles in

a tabloid, Medical Tribune, that is sent free to

150,000 doctors. The publication is supported

entirely by brand name industry funds and, indeed,

its publisher owns one of the major advertising firms

that represents brand name companies.

-7-
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The FDA was successful in stopping some of the anti-generic

activities, such as misleading advertising and misrepresentations

mac, to some state formulary committees. We commend the FDA, and

in particular, the Division of Drug Standards under the

leadership of Dr. Peter Rheinstein, for vigilance in their

attempts to counter the anti-generic campaign. This office also

produced a valuable document, 'Myths vs. Facts About Generic

Drugs," which was intended to inform health professionals that

they were the objects of a misinformation campaign and to set the

record straight. Unfortunately, FDA was unsuccessful in placing

the article in any journal for health -rofessionals since editors

were reluctant to anger a major source of revenue; brand-name

advertisers. It was for this reason that AARP paid for placement

of FDA's 'Myths vs. Pacts' article in the New England Journal of

Medicine last October. So far, hundreds of doctors have written

in to AARP to request thousands of reprints of the article. It

is apparent to us that doctors welcome such information from an

unbiased, authorative source such as the PDA. We have included

the article as an attachment to this testimony.

We had hoped that the conference on bioequivalence held by the

FDA last fall and widely attended by all facets of the

pharmacy. ical area would put the anti-generic campaign to rest.

It was an opportunity for anyone to come forward with any

scientific data to show that there were problems in the PDA

approval process for generics or that there were problems in

actual clinical practice using generic drugs. Not one shred of

-8-
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evidence emerged to show that any problems exist with the generic

drugs that FDA has approved as bioequivalent to their brand name

counterparts.

Despite the PDA bioequivalence conference, we are still fighting

anti-generic messages on many fronts. From a nationally

syndicated TV show, Hour Magazine, this January that promised

viewers throughout the day that they would learn of the dangers

of generic drugs,' to the director of a state pharmaceutical

association telling AARP leaders this February that generic drug

companies can "mix active ingredients with cement."

These methods have been predictably successful in influencing

public opinion about generic drugs. In AARP's 1985 and 1986

national surveys, we asked if respondents believed the government

has the same standards for safety, effectiveness and quality for

both generic and name brand drugs. In just one year, about 10%

of respondents shifted from agreeing that government standards

are the same into the "Don't Know' category. This translates

into a 50% increase in the percentage of persons who are now

confused and, indeed, "don't know.'

Alternatives to Our Present System

AARP believes that the time has arrived for policymakers to

seriously consider alternatives to our present system of

financing prescription drug costs, especially for the tlderly,

-9-
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and alternatives to the current pricing structure which amounts

to "1 the market will bear' for these essential, often

life-saving, products.

The current discuaeions involving catastrophic health insurance

coverage provide a framework for expansion of Medicare to include

a prescription drug benefit. Such a benefit would add

significantly to the value of a "catastrophic" package by

addressing directly one of the major sources of high

out-of-pocket costs for the Medicare population. A Medicare

prescription drug benefit should be phased in and should be built

around a sound administration structure and incorporate cost

containment mechanisms.

A government system of cost containment for pharmaceuticals

was in place as the MAC (Maximum Allowable Cost) program. 4s

you know, this program which set limits on the amount the

government would reimburse for prescription drugs under Medicaid,

is essentially dead. Several proposals are being considered to

replace or revitalize the MAC program although deliberations have

been slow regarding which of the proposals are the most feasibl:t.

AARP hopes that legislative interest will serve to speed up and

influence the deliberations so that the most effective cost

containment system is put into place quickly.

Clearly, generic utilization and overall cost containment

measures are essential to any federal or state government program

-10-
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seeking to provide prescription drug benefits.

In the general pharmaceutical
marketplace, however, AARP believes

that a restructuring of our current system deserves serious

cons_deration. We are pleased that the Committee has invited

Dr. Harry Eastman from Canada to discuss the Canadian system of

compulsory licensing for pharmaceuticals. The compulsory

licensing system, enacted in 1969, introduced price competition
into the Canadian pharmaceutical

industry. At that time, Canada

was experiencing among the highest prices in the world. Now, the
U.S. rather stands alone. The lower prices acheived by competition
enabled Canada's Piovinces to extend free prescription drug benefits
to social welfare recipients and senior citizens.

AARP has been clo,ely studying
the Canadian system and believes

that the savings demonstrated
under the compulsory licensing law

offers the United States an appropriate market-oriented model for
moderating the trend in

escalating prescription drug prices.
Policymakers in the U.S. must begin to help make access to

prescription drug therapies a priority for the nations's health
care system.

REFERENCES

(11 Bureau of Labor Statistics,
U.S. Department of Labor.Figures cited compare

average annual increases for 1985 and 1986for all urban consumers.

(21 Health Care Financing
Administration, U.S. Department ofHealth and Human Services.

(31 AARP Research PLoject: The Role of Medicare in Financingthe Health Care of Older
Americans," conducted by ICF.Incorporated, Washington, D.C. July 1985.

(41 AARP Seventh Annual Survey of Older Americans, conducted byHamilton i Staff, Washington, D.C. November 1985. Nationaltelephone survey of 1,500 persons age 45 and older.

(51 AARP Eighth Annual Survey of Older Americans, conducted byHamilton i Staff, Washington, D.C. December 1986. Nationaltelephone survey of 2,000 persons age 45 and older.
(61 AARP National Survey,

"Prescription Drugs: A Survey of Use,Attitudes ani Behavior," conducted by Applied ResearchTechniques, Parsippany, NJ. November 1982. National telephonesurvey of 1,001 persons age 45 and older.
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MONTHLY OUT OF POCKET EXPENDITURES FOR PRESCRIPTION DRUGS
FOR PERSONS 65+ WHO TAKE AT LEAST ONE DRUG REGULARLY
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Retired Persona Services, Inc.

JOHN R McHUGH
President

September 30, 116

The following list displays percentage price Increases of our top
selling drugs braid ompering the largest sites ." 'tillable at the
time of the price increase. (Manufacturer price Inoe..eas).

ALDOMET 2501%.
(MSD)

DIABINESE Meg.
(Pfizer)

DIPYRIDAMOLE 25mg.
(Generic)

DIPYRIDAMOLE 50mg.
(Generic)

5/12 121

1/113 S St

St
Uu 101

Cumulative Increese 511.21

$/12 7%

II/13 6 31
5/14 101

I/115 101

6/16 51
Cumulative 'mermen 41. 21

NON z

NONE*

DYAZIDE
(SKF) 6/13 121

1/04 12.11
10/114 101

7/05 I21
3/16
Cumulative Increase. 70.21

Seem-Ig Mental ci the American Association ci Reared Penal*
Independence Purpose Dv, Ay
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FELDENE 20mg.
(Pfizer) 8/83 12%

M/84 12%
6/85 12%

Cumulative Increase 40 5%

FUROSEMIDE Nag.
(Gawk)

HYDROCHLOROTHIAZIDE
(Generic)

IBUPROFEN Wog.
(Boots)

NONE

NONE*

1/84 6 2%
5/84 S 9%
7/84 29.1%
Cumulative irscrease 45.2%

INDERAL
(Ayerst) 1/83 9 9% to 12.5%

9/83 15%

3/84 II 9%
1/115 14.5%
6/85 10%

1/116 12%
10/86 11%

Cumulative Increase-117.6%

ISOSORRIDE Mug.
(Generic) NONE*

SO)(114 0.2Smg.
I 9/83 24.9%

2/114 30%
10/114 15%
4/85 20%
3/86 25%
Cumulative increese 180.1%

23 EI:..t-:
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LANOXIN 0.125mg.
(SW)

LOPRESSOR 50mg.
(Geigy)

LOPRESSOR 100mg.
(CoigY)

NAPROSYN 375mg.
(Syntex)

9/83 24.9%
2/1111 29.71

10/11# 15%
t/IIS 20%
3/86 20%
Cumulative increase 168.3%

3/83 9 9%
2/114 10%

10/84 US
5/85 10%
2/86 10%
7/86 9%
Cumulative increase 78.6%

333 9 9%
WM 10%

10/84 12%
5185 10%
2/86 81
7/U it 5%
Cumulative incresse 68,1%

2/83 7%
10/83 11%

2/11# 3 9%
1/811 5%
7115 5%
6/86 .6%
Cumulative increase... 35.1%

NOP.GESIC FORTE
(Riker) 9/83 5%

3/811 10%
OM 5 1%
3/85 10%
WU 5%
MU 12%
9/96 15%

Cumulative increese...80.6%
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PROI:A RDIA.I0mi.
(Pfizer': 1/83 9%

2/84 9 7%
1/85 9 8%
6/86 8%

Cumulative incresse 41.8%

QUINIDINE 3gr.
(Generic) NONE

SLOW-K
(Ciba) 7/83 9 it

9/84 5%
1/85. 5%

1/86 5%

Cumuktive increese 26.3%

TAGAMET 300mg.
(SKF)

TENORMIN 50sng.
(Stuart)

3/82 N/A
10/82 9 8%
734 17.3%
4/85 10%

2/86 10%

Cumulative increase 55.9%

6/82 12%
1/83 4%
1/84 9%
1/85 9%
9/85 5%
4/86 4%
9/811 4%
Cumulative increese 57.2%

There have been no price increases of these generics for the past
2-3 years. In fact, there have been decreases in some.
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STATEMENT OF WILLIAM R. HUTTON

Mr. HurroN. Thank you, Mr. Chairman. As you reported earlier.
thank you for the privilege of putting our entire testimony into the
record. I would like to deal for the next few minutes with some
broader opinions.

I am Bill Hutton, executive director of the National Council of
Senior Citizens, which is a federation of over 4,800 senior citizen
clubs with over 4.5 million members. I have been testifying before
committc.* of the Congress, both Houses, for many years, and
mostly on the problems of the elderly and particularly about their
concerns with regard to health.

Sitting next to me is Ben Gordon, our staff economist, who for
many years was the staff c nomist of the Senate Small Business
Committee. Actually he was on there for 25 years. He worked on
problems of monopoly, government patent policy, government pro-
curemerl, and was associated with the massive 10-year drug inves-
tigation conducted by that Committee's Monopoly Subcommittee.

We are submitting for the record a statement concerning the
drug industry's research and development activities, ae costs of
which tae industry advances as a justification for the unconscion-
able ':ugh prices of drugs.

Th?. high cost of drugs has a particularly devastating effect on
the elderly, who make up 11 percent of the population, but account
for 30 percent of expenditures for prescription drugs. In addition,
for 75 percent of the elderly, the cost of prescription drugs repre-
sents their largest out-of-pocket exper.rm In many cases, a painful
choice has to be made among medicine, food, rent, electricity and
other necessities.

Since the use of medical care by the elderly is much greater than
that of the non-elderly, the elderly are much more adversely affect-
ed by high drug costs than other elements in our population. The
cost of drugs, vital to olde: Americans for treating such chronic
conditions as heart disease, high blood pressure, and arthritis have
risen more than twice the rate of inflation. Between January 1981
and June 1985, the Consumer Price Index rose 23 percent, while
prescription drug prices rose by 56 percent.

The majority of our seniors pay $200 to $400 annually for pre-
scription drugs, but some pay that much per month. The elderly
with incomes of $12,000 to $15,000 pay 6 times as much out-of-
pocket for r escription drugs than any other age group.

Medicaid provides coverage for outpatient prescription drugs for
the very poor of our population. About 11 percent of our elderly
are in this group, but many millions of the elderly have incomes
above Medicaid eligibility levels and just above the poverty level.
These are the people who are left financially strapped by drug
costs.

We appreciate, Mr. Chairman, your sponsorship of legislation for
an amendment for an expanded Medicaid prescription drug benefit;
however, as important as this is, it will still not address the prob-
lems of the estimated 8 million older people considered to be eco-
nomically vulnerable.

To address their problems, the only solution is to expand Medi-
care to cover outpatient prescription drugs. Drug coverage under
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Medicare would be of great assistance not only to the elderly, the
disabled, and the poor, but would also help in other importz..nt
ways every person who uses prescription drugs.

As stated in our submission to the subcommittee, we bei:eve that
drug coverage under Medicare with the formulary list of medically
necessary drugs and utilization review would be very helpful in re-
ducing drug costs, improving prescribing patterns, and improving
the quality of research and development for the following reasons:

(a) A formulary of drugs, which are considered by medical ex-
perts to be medically necessary and superior in the treatment of
specific medical conditions, would serve as an educational device.
Practicing physicians have no way of comparing the relative safety
and efficacy of drugs. They are continually assaulted by drug com-
pany advertising and promotion. A formulary could be of great
value to physicians in adding to their knowledge of the safety and
efficacy of drugs.

(b) Drug companies, if they Vali to get their drugs on the formu-
lary, would channel their R&D into those kinds of drugs that have
a reasonable chance of getting on the formulary. This would tend
to reduce the cost of R&D allocated for the development of duplica-
tive, unnecessary, and second-rate drugs.

(c) The cost of drugs to the elderly would decline, and costs under
Medicare could be controlled through competitive bidding.

Drugs, if used properly, can be very cost-effective. The president
of the PMA gave an example to this subcommittee of beta-blocking
agents, the use of whichthese better agentsI believe have
helped society annually about $2.5 to $4.4 billion. An unpublished
study by the School of Pharmazy of the University Jf South Caroli-
na found that under a program of drug coverage for the elderly,
Medicare payments to New Jersey residents were, on the average,
$283 less than were payments to residents of 22 counties in Eastern
Pennsylvania where no such program existed.

Mr. Chairman, this concludes our oral statement. We'd be very
happy to respond to any questions you may have.

[Testimony resumes on p. 252.]
[The prepared statement of William Hutton follows:]
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William R. Hutton, Executive Director
National Council of Senior Citizens

925 15th Street, N.W.
Washington, D.C. 20005

April 21, 1987

There is no end to the ingenuity of the drug companies in

exploiting the AmorIcsn people. As we have shown when we

appeared before this Subcommittee on July 15, 1985, with

specific and concrete examples, the international drug companies

are discriminating against the American people by charging

higher prices for drugs in the United States than they charge

for the same drug manufaczured by the same firm, in the same

plant, and sold under the same brand name in foreign countries.

When pressed to justify these differences in prices, the

president of the Schering Company, a major drug firm, told the

Monopoly Subcommittee of the Senate Small Business Committee:

'But the living standards and purchasi%g power of yeople abroad

differ greatly from those in our country."1/

In other words, they charge what the traffic will bear.

These discriminatory practices have been going on for many

years.

But this is not all.
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Tax Imposed on Public to Finance R&D Programs

In addition to these outrageous practices, the drug

companies are fleecing the public by continually and ruthlessly

raising prices of widely-used drugs, particularly those used by

the elderly. The increases are huge and unconscionable and

cannot be justified on any economic basis. Included are drugs

for chronic diseases, such as antihypertensives, anti-inflam-

matories, heart and ulcer drugs. We cannot understand why a

drug like Rufen, an anti-inflammatory marketed in the U.S. by

Boots (a British company) should increase its price by 45

percent in a six -month period--from January to July, 1984.

Why was the price of Inderal (propranolol) rased by 117.6

percent from January, 1983 to October, 1986? This drug was

invented by the Imperial Chemical Industries of Great Eritain

and licensed to Ayerst Laboratories, a division of American Home

Products.

What is Burroughs-Wellcome's justification for raising the

price of Lanoxin 0.25 mg. (a heart drug) by 180.1 percent in

less than a three-year period?

The drug companies claim that the cost of research has been

going up. But tlao research for these and other drugs was done

many years ago. The answer, acknowledged by the industry

witnesses before your Subcommittee, is that the American people

are paying twice for research and development: once for the

research and development embodied in the products they buy, and

a second time by paying for research and development for drugs

which they may never use. In other words, the drug industry is

levying a tax on the American public to pay for its research
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program in advance. This tax cannot be imposed in most

industrialized countries because drug prices are controlled

directly or indirectly. The United States and South Africa are

the only industrialized countries in the world which have no

mechanism to protect the public against high drug prices.

Combined with the fact that the products of this industry e.

insensitive to price changes, the drug companies are in a

position to force the American public to finance their research

and development programs. In essence, the risks of failure are

borne by the public, not the stockholders. In a private enter-

prise system, the justification of profits is risks; if there is

no risk, there should be no profits. This industry enjoys very

high profits without risk, a violation of the tenets of a

private enterprise system. What we see here is the socialization

of risk and the privatization of profits. This is an example of

h

t
ing your cake, eating it and seeing it growall at the

same time.

Quantity of Research and Development (R4D)

Testimony by industry witnesses before this Subcommittee in

July, 1985, estimated that, on the average, it cost 91, 94 and

100 million dollars to bring a drug to market. The industry

does not tell us what those figures mean. Arthur D. Little,

Inc., in a 1983 study,-2/ estimated that the cost of bringing

anew molecular entity to market was about Sll million at a time

when the industry was using a figure of $70 million. We suggest

that the figures the industry uses are fictional, without any
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basis in fact and probably conceal much of what is really

advertising.

According to testimony by two medical directors of two

large drug firms, in the early '60s, before the

Committee,2" most of what the industry calls

research at all, but product development. In

scientists recommended that the drug companies

clearly identify expenditures for research as

devoted to basic studies," adding that *this

Senate Judiciary

research is not

fact, one of the

be required "to

those which are

should markedly

decrease the justification for some of the very high

prices.411 also deplored the waste of talent of well-

train-d and capable scientists employed by the drug companies.

Re claimed that the talents of many of these fine scientists are

being used on patent bypassing, chemical manipulations and on

inconsequential change to existing, established drugs.

We believe that the suggestion of the former medical

director is even more relevant today. Since the drug companies

are justifying their huge price increases by expenditures on

what they claim as "RAD," and since they are taxing us to

finance their research program in advance, then the public ought

to know how the money is being spent. We, therefore, urge that

complete and detailed information be secured from the industry

on exactly what the money is being spent on.

SCRIP (issue of September 9, 1985, p. 19), the well-known

British Pharmaceutical Journal, stater. that: "But the earnest-

ness with which companies go about their RAD and the rigorous-

ness of the discipline applied is in need of examination."
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Poor Quality of Research

We do know that money is being wasted. According to the

Food and Drug Administration (FDA) the vast majority of drugs

coming on the market during the nine-year period 1974-1982 make

very little or no contribution to improving medical practice and

the health of the public. If we consider only the new molecular

entities (NM!), we find that only 26 of 185 drugs in this

category (14.1 percent) offer important therapeutic gain over

existing drugs.51

No improvement can be expected in the immediate future

because, of the 922 new molecular entity drugs in the clinical

testing process as of October 1982, only 23 (2.5 percent) are

judged by FDA scientists to have the potential for important

6/therapeutic gain:-

The records of the FDA, therefore, show the results of the

*R&D" performed by the drug companies and it i3 not encouraging.

Money and talent are being used to provide a superfluity of

duplicative, unnecessary and inferior drugs.

The testimony bbzore this Subcommittee of Mr. George De

Mott, Vici President of American Rome Products, is a good case

in point. He stated that, 'While the major portion of our

initial research cost is in intangibles, the total investment is

not without its tangible aspects. Por example, in the last five

years, we have built a $22 million research facility in

Pennsylvania; a $45 million research and development center in

New Jersey; and expanded, at a cost of $33 million, our research

and development facilities in New York, to name only those in

the United States.
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"We now have over 2,400 scientists and technicians involved

in research and development, compared to 1,500 only five years

ago. In fact, our total research expenditures have increased by

116 percent in the same period.-
7/

Yet, despite the large

expenditures for R&D claimed by American Home Products, FDA

records show that the quality of the R&D is dismal. During the

eleven-year period 1975-1985,1' this company marketed only one

new molecular entity which offered a significant therapeutic

gain. This is generally the kind of research for which the

pubic is involuntarily being forced to support through tigh

prices. Incidentally, the widely used and important heart drug

propranolol (Inderal), which American Home Products, Inc.,

markets in the U.S., was invented and developed in the United

Kingdom by the Imperial Chemical Industries (ICI) and was

approved for marketing in the U.S. in 1967.

Proliferation of Second-Rate Drugs Endangers Public

The overwhelming concentration of R&D on drugs which

produce little or no therapeutic gain not only is a waste of

scarce economic resources, but it also presents ethical

problems: the use of human subjects in testing drugs which are

known in advance to be unnecessary and duplicative. These types

of drugs, which constitute the vast majority, put human test

subjects at risk without offering any benefits to the individual

himself or to society, a violation of medical ethics.

As far back as 1961, the renowned pharmacologist Dr. Walter

Modell warned: "I take the stand that, as a general principle,

Mew molecular entities (NM) approved prior to 1975 were not
assigned therapeutic classification.)

24.6:
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at adds to the difficulty in dealing with and

drugs also makes drugs more dangerous. Thus, the

excessive number of needless drugs constitutes a present

danger. We can make the useful drugs both less dangerous and

more *Mc: mt by weeding out the useless, the ineffective and

the duplicates, and by so doing, make it possible for the

physician to learn in depth about the potent drugs he will

prescribe for his patients. We must add only those new drugs

that really add something more than their mere presence....Yet,

our prosent trend of increasing the number of drugs without

adding real therapeutic qualities tends to dilute experience to

a low

unbias

diffi

320.)

Most

and sonatinas

ed knowledge

cult to acquire

hazardous level, and makes substantial and

through t-loping and reading even more

." (Druo austry Antitrust Act Part I, p.

"R&D" is Prcduct Development

of

me

In testimony before the Antitrust and Monopoly Subcommittee

the Senate Judiciary Committee in the early '60s, a former

dical director of a large drug company stated that some wonder-

ful things have been done by some drug companies, but that many

f their activities

harmaceutical industry

medical scientist from

that, "the principal

that are called research by the

have no relationship to research. A

the University of "Aconsin testified

reason why drug companies devote most c_

their scientific resources to what he regarded as relatively

unimportant work is their desire to obtain a patentable
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derivative of a basic drug which is either

which the patent is held by others."2/

The Subcommittee's final report concluded that:

"If the drug industry subordinates basic research

not patented or on

modifications which hold greater

success, it is merely following

industry. The difference, however,

approaches drugs in stressing its

to minor

assurance of commercial

the pattern of American

.8 that no other industry

research activity as the

rationale for extraordinary profitmaking."11/

Drug Testing for PDA Approval Major Part of Development

The quality of the drug companies' R4P can, to a large

extent, be determined by the quality of its testing drug

products for FDA approval. Drug testing is by far the largest

component of the drug product development process:LI/

FDA is in the best position to judge the quality .3f this

large part of R&D.

Former FDA Commissioners Goddard and Ley publicly expressed

their consternation with the way drugs are being tested. In a

speech before the Pharmaceutical Manufacturers Association in

1965, Dr. James Goddard, then Commissioner of the FDA, said:

"I have been shocked at the materials that come in.... In

addition to the problem of quality, there is the problem of

dishonesty in the Investigational New Drug (IND) Stage...." I

will admit there are gray areas in the IND situation.

"But, the conscious withholding of unfavorable animal or

clinical data is not a gray area matter.
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"The deliberate choice of clinical investigators known to

be more concerned about industry friendships than in developing

good data is not a gray area matter.

"The planting in journals of articles that begin to

commercialize what is still an Investigational New Drug is not a

gray area matter.

"These actions run counter to the law and the ethics

governing the drug industry."

Dr. Herbert Ley, who succeeded Dr. Goddard as FDA

Commissioner, stated two years later that, "we have not yet seen

the degree of improvement in the ',ality of clinical data from

drug testing which we must have." In a speech before the

Educational Conference of the Food and Drug Law Institute in

December 1968, Dr. Ley claimed that out of 406 drug-marketing

applications received by the FDA in 1967, only 59 were approved.

He said:

"More than half suffered from deficiencies, in clinical

studies and inadequacies in efficacy data and many were so

low in quality as to be not approvable."

Dr. Ley amplified his views before the Monopoly

Subcommittee of the Senate Small Business Committee on May 27,

1969:

"The major problem in industry submissions to FDA is still

the poor quality of both the basic data and the summaries.

The most important single step that industry can take to

speed up the processing of new c.'ug applications ty FDA---

and to improve. the chance of new drug approval---snuld be

to ensure that the data presented in support of efficacy is
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true to the statutory requirement of well-controlled

studies."

Dr. John ..ennings, Assistant to 4 FDA Commission for

Medical Affairs, on September 16, 1970, stated:

The primary cause of the much touted delay in FDA decision-

making is beyond all question thr. quality of the data,

particularly that of the clinical investigations submitted

ts.. us. Although this has improved in recent years, some

sponsors still do not accept that a few well-conducted

studies are much more persuasive than a mass of poorly

documented case studies or even carefully documented random

clinical reports.*

The Souse Subcommittee, Chaired by then-Congressman

Fountain and now by Congressman Weiss, have discovered that in

case after case, some firms have been guilty of misrepresenting,

distorting and even withholding information developed in their

testing of drugs which might retard or prevent an approval to

market. Injury and death have resulted from such actions. Some

of these companies were prosecuted for criminal violation of the

law.

Dornvall, manufactured by Wallace and Tiernan, caused many

deaths and injuries.

Flexin, a product of McNeill Laboratories, a subsidiary of

Johnson and Johnson, is another example of *willfully concealing

infk station in the application to FDA and, according to FDA,

resulted in 50 cases of liver damage, including 11 deaths.

Panalba, a fixed ratio combination antibiotic marketed by

Upjohn, no longer on the market, was heavily advertised and
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became one of th most frequently prescribed drugs in this

country used by millions of people. The Upjohn Company had

studies in its files that showed that this product was an

irrational combination and that the benefit to risk ratio was

unfavorable. Yet, this information was never submitted to the

FDA. The result was that the drug was approved for marketing

and was widely prescribed by physicians, although there was:. t a

single scientific study that this mixture made any

therapeutic sense. Material supplied by the FDA to the Monopoly

Subcommittee indicated that thousands of persons who took this

drug suffered frzu adverse reactions, including deaths.11/

Other examples of drug development which violated the law

Were Flagyl and Aldactone, both marketed by the G. D. Searle

Company. As New York Magazine stated in its May 16, 1977

issues13/

"Then, when FDA officials conducted an on-site

investigation at Searle's Skokie, Illinois research

laboratories, the situation began to appear so appalling

that a special task force was assembled to conduct a full

scale investigation into all Searle research

task force looked into the research behind

prescription drugs produced by Searle.'

Searle manufactures drugs to treat

illnesses or

The New

"At the

methods. The

several major

a large variety of

conditions.

York Magazine article continues:

heart of FDA's regulatory process is the ability to

re'y upon the integrity of the basic safety data submitted

by sponsors of regulated products," observe?, the Searle
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task force in March 1976. *Our investigation c.larly

demonstcatee that in the G. D. Searle Company we have no

basis for such reliance now."

These _Avestigatora reported, "We have uncovered serious

deficiencies in Searle's operations and practices which undermine

the basis for reliance on Searle integrity in conducting high-

quality animal research to accurately determine or characterize

the topic potential of its products.

In addition, during the eleven-year period 1975 to 1985, the

Searle Company did not market a single drug which FDA scientists

consios::4 t significant contribution to medical care.111

Other exampl.-s of drugs which were the result of poor

research and which were foisted on the public are as follows:

Eli Lilly's Oraflex was approved for marketing in April

1982 as an antiarthritic drug. It caused at least 33 deaths in

the United Kingdom, but the comrsny did not inform the FDA. The

result was that, after marketing approval in the U.S., it

resulted in 49 deaths and 916 nonfatal injuries. it waL removed

from the market in August 1984.

Smith, Kline and Beckman's *Selacryn, an antihypertensive,

was marketed in early 1980. important information was withheld

from the FDA, which resulted in 36 deaths and more than 500

cases of liver and kidney damage.

Both the Lilly Company and Smith, Kline and Beckman pleaded

guilty of criminal violation of the law.

Eli Lilly Company was fined $25,000. its vice president in

charge of this product and who pleaded no contest* was fined

$15,000.

Smith, Kline and Beckman in 1982 was fined $100,000. Three

executives, who were indicted, ?leaded no contest and were put

on probation for a year and each one was *fined* 200 hours of

community service.

A student who was arrested in a Library of Congress sit-in

last year was *fined* 300 hours of community service.
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Summary and Conclusions

1. The cost of R40 which the drug industry gives as a

reason for the high cost of drugs is fictitious. No detailed

evidence is given to support the industry's claims. Only by

securing the companies' records through subpoena can we ascertain

exactly what kind of research and development is being performed,

what items are included, and the price paid for each item.

There is evidence that the claimed R&D costs are vastly

exaggerated.

2. The high cost of drugs includes not only the normal

cost of bringing the irus to the market, but also a tax to

finance, in advance, the research programs of the drug companies.

The patient who buys brand -name drugs in most cases pays twice

for research and developments once for the drug he is using and

once for drugs he may never use. The drug consumer is, there-

fore, taking the risk, not the stockholders who are, therefore,

not entitled to receive profits, since profits are the reward

for risk in a private enterprise society.

3. Basic research, the development of new knowledge,

constitutes a minor part of R4O.

4. Product development, most of which is testing to gain

marketing approval, constitutes the major part of 'development."

5. The poor quality of research is evidenced by the fact

that the vast majority of drugs coming on the market offer

"little or no therapeutic gain." According to medical experts

and educators these drugs confuse the physicians and make

intelligent prescribing more difficult. Proliferation of such
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drugs present a danger to sick people, particularly the el-v.ly

who use more drugs than other elements of the population.

In addition to the low quality of their development,

misrepresentation of results has occurred too often, resulting

in injuries and deaths to our people.

6. It is immoral a,. n violation of L-sdical ethics to put

human beings at risk by using them to test drugs which are

duplicative, unnecessary, and add nothing to our ability to

treat illnesses. People who are used to test such drugs gain no

benefits and neither does society.

Recommendations

One of the moat important objectives should be to provide

incentives to engage in high quality research and development

and make it more difficult to market unnecessary, duplicativ±,

and, in most cases, inferior drugs. W', therefore, recommend

consideration for the following measures:

1. Vary the life of drug patents. For qxample, we might

consider twenty-year patents (nnn-renewable) for drugs considered

as therapeutic breakthroughs. Perhaps ten years for those

'offering modest therapeutic contributions, and three to five

years for those drugs offering little or no therapeutic gain.

If we assume that the patent system presents an incentive

for R&D, then this kind of a system may provide an incentive for

R&D to be directed into the first category.

2. There is no reason to encourage more R&D. There is no

evidence that we need more of it. What we need is higher

quality R&D.

3. We believe that drug coverage under Medicare with a

formulary of medically necessary drugs and utilization isview
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would be very helpful in reducing drug costs, improving

prescribing patterns, and improving the quality of research and

development for the following reasons:

a. A formulary of drugs which are considered by medical

educators and scientists to be medically necessary and

superior would serve as an educational device.

Practicing physicians have no way of comparing the

relative safety and efficacy of drugs. They are

continually :. :vaulted by drug company advertising and

promotion. The knowledge that particular drugs have

been chosen. oy medical experts as significant

contributions to medical practice would be of great

value to physicians.

b. Drug companies, if they wish to get their drugs on the

formulary, will be forced to channel their R&D into

thoie kinds of drugs which haw a reasonable chance of

getting on the formulary. This would also tend to

reduce the cost of R&D.

c. The cost cf drugs to the elderly would decline because

the Government could use competitive bidding on a large

scale.

4. To discourage the proliferation of unnecessary,

duplicative and second-rate drugs, which constitute the vast

majority of drugs on the market, the U.S. Government should

encourage counter-advertising by universities. Harvard Medical

School has such a program which may serve as a model.

We believe that discouraoing the use of such drugs could

have a beneficial effect on raising the quality of R&D.
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Mr. WAXMAN. Thank you very much, Mr. Hutton and Mr. Guil-
droy. I know you have with you Ms. Brown and Mr. Gordon to help
in answering any of the questions that we might wish to pose.

You are representing the elderly in this country, and you have
indicated to us that the elderly are the ones buying most of the
prescription rugs, certainly out of proportion to their numbers in
the population, and they are paying for these drugs out of their
own pockets because Medicare doesn't pay for it, and they're
paying more and more each year for higher drug prices.

What is so unique about the drug industry that makes it differ-
ent than any other industry? If you have another product and they
want to raise their prices, the consumers after awhile can stop
paying those increased prices, and therefore the marketplace will
cause prices to stabilize in some way, or competition would allow
the price to be stable, because if you're out of line with your com-
petition, you're going to lose business.

Why can the drug companies increase their prices every year
and get away with it and still maintain the high rate of purchases
of drugs and the high rate of profits that they receive?

Mr. Hutton, do you wish to answer this, or Mr. Gordon?
Mr. HurroN. I wish I really knew I'll get my economist to give

his answer.
I have never been to a hearing of this type, for example, without

masses of flak from the drug industry. They come here. they don't
even press one pamphlet on you; they'll give you eight pamphlets.
That's what they did with me this morning as I came into the
room. And they've got plenty of money to spend all the time.

It's amazing to me that they're able to continue that and plead
poverty.

Mr. WAXMAN. Well, let's see if we can get somebody on the panel
to tell us what's going on economically.

Ms. Brown, why can the drug companies continue to increase
prices without some kind of free market pressures keeping those
prices under some kind of restraint?

Ms. BROWN. We don't really understand it, especially when
normal market theory would have, when generic competition is in-
troduced, that the brand name would come down to meet that com-
petition. But in this country, unlike other countries like Canada,
the brand product tries to distance itself, probably to show that it's
that much better a product, and you get what you pay for in this
country, and that kind of idea sells. That coupled with a tremen-
dous amount of money going into advertising and promotion to in-
still that brand loyalty and to convince people that they would be
sacrificing the future cures in this country if the don't pay what-
ever the company charges.

There's no rhyme or reason to pricing in this country. We say
kind of offhandedly that they charge what they do because they
can. This is one of the last countries without price controls, and I
think the PMA states that, you know, Canada, for example, is one
of the few countries with compulsory licensing. Well, they're one of
the few countries with compulsory licensing because they're one of
the only countries without price controls.

.. 1.. s..
S
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Mr. WAXMAN. How much competition is there? Most of the time
you get competition bringing the price into some kind of balance. Is
there competition in the pharmaceutical industry?

Mr. Gordon, do you want to respond to that?
Mr. GORDON. Well, first of all, I'd like to bring up a couple of sub-

jects with respect to the subject you mention. I believe there is a
clear violation of the antitrust laws here with respect first of all to
the unethical advertising. There seems to be

Mr. WAXMAN. Excuse me. I'm going to have to ask you to answer
my question, because I have a limited amount of time.

Mr. GORDON. OK. There is very little competition in the drug in-
dustry, first of all. There is certainly no price competition.

There is competition in advertising. In fact, I recall a statement
made by a Hoffmann-La Roche person saying, "We have to raise
our prices to meet competition." He means that there is advertis-
ing competition.

Number two, there is very high concentration in the drug indus-
try. The relevant market is the therapeutic category, and you will
aotice, using the FTC guidelines, that if the top four companies
have more than 50 percent of the market, that's considered high
concentration. So you have high concentration for one thing; you
have trademarkthe use of trademark to maintain a monopoly
beyond the patent period.

Mr. WAXMAN. How about patents? How about the fact that they
have a patent over a drug? Does that mean that they have a mo-
nopoly over the drug for which they have a patent?

Mr. GORDON. If you have a patent, you have a monopoly over the
drug: that's correct.

M :. WAXMAN. If you have a monopoly over a product that people
need, you then decide how much they're going to pay.

Mr. GORDON. Absolutely. In fact, that's the whole idea of a
patent. You can decide what they're going to pay.

Mr. WAXMAN. Now the idea of a patent is to let them have that
monopoly, so that will give them incentives for research and devel-
opment, for innovation, and certainly we want innovation in the
pharmaceutical area, because it will mean breakthroughs for life-
saving drugs.

Yet our staff survey indicated that when we looked at the price
increases for pharmaceuticals and the increases in research and de-
velopment we find that we are looking at an overall $4.738 billion
in the amount of revenues for the price changes and R&D in-
creases of $1.6 billion. This is a difference of almost better than 3-
to-1.

Mr. Guildroy, what do you think is happening? Are they putting
this money into R&D, or are they just taking advantage of the fact
they have a patent and squeezing the consumers for all that they
can get?

Mr. GUILDROY. Well, we are very skeptical about the situation.
Mr. GORDON. I don't think that the committee certainly we

never found out, when I was up on the Hill, exactly what they
mean by R&D. In fact, I guarantee you

Mr. WAXMAN. Well, I'm taking their wnrd for R&D costs.
Mr. GORDON. I wouldn't take their wori.
Mr. WAXMAN. OK. But I'm even accepting their word for it.
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Now at some point there is competition, when there's a generic
drug. That means the generic drug is out on the market and com-
peting with a brand-name drug.

What do we find under those circumstances, Ms. Brown? Are we
seeing prices drop?

Ms. BROWN. We're seeing even larger increases, especially right
before the drug goes off patent. To put it simply, if you're going to
lose half your market share, but yo i' re charging twice as much for
the product, then you're still doing OK. And it borders on the
criminal when this is Lappening, when that company still has a
monopoly, and there is nowhere else to turn.

"Consumers" is really a misnomer in the drug industry, we feel.
Consumers have little or no decisionmaking power. They just get to
pay the bills.

Mr. WAXMAN. Well, they do have decisionmaking power when
there's a generic drug. So are the prices dropping when they can
have a generic?

Ms. BROWN. Well, in some States, they have that power. In other
States, your doctor makes that decision. And if the doctors have
been convinced by years of industry detailing that their products
are better and that you are really using your money foolishly to
pay a few cents less for a generic, then what doctor is going to sac-
rifice their patient, especially when they're told that the elderly
are more vulnerable to this?

There is no scientific evidence foi. this, of course, and we were
hoping that the FDA Bioequialence Conference would put some of
those things to rest.

Mr. W AxmAN. Well, even when we have a generic drug that is
available to consumers, the brand-name loyalty ingrained in the
physician is such that many of those physicians will continue to
prescribe the brand-name drug, and we're seeing the brand-name
drugs, even when there's this competition, going up in price, even
though the generic drug is going down in price.

Ms. BROWN. Right. Brands always go up. I mean, Motrin is the
only one I think that went down, and that's because it went OTC,
and I think dipyridamole, since they did something strange with
the regulation, has volunteered to keep their prices the same or
ma be drop them a little.

country is alone in that, and it's clearly a function of they
do what they can, and perhaps it's a matter of the administration,
too, when they learn that with the current administration, that no
one was going to be overseeing this aspect of our health care
system, and they just kind of took off.

Mr. WAXMAN. Thank you very much.
Let me move on to other members, because I know they have

questions.
Mr. Whittaker.
Mr. WiirrrAxEa. Thank you, Mr. Chairman.
Mr. Hutton, I'd be curious to know, in your opinion, why you feel

there is no difference or why there is no reason to encourage more
research and development. I think you mate that statement in
your written testimony, and it cast an opinion that you didn't feel
like any new research and development was really needed to be en-
couraged in pharmaceutical products.

A
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Mr. GORDON. First of all, we don't know whether we have enough
R&D or whether we need any more R&D. If you will look at the
records if the Food and Drug Administrationand I have them
with me, by the waymost, the vast majority of drugs that get on
the market are no good. They offer tittle or no therapeutic gain.
Very few drugs that get on the market are significant drugs.

And as a matter of fact, medical educators have testified before
my previous committee, the 1V aopk2y Subcommittee of the Senate
Small Business Committee, that the more drugs you have on the
market, unless they are important drugs, actually makethat is,
bring about worse medical practice. You have very bad medical
practice, because doctors cannot become acquainted with all the
drugs on the market.

Mr. WHITTAKER. Mr. Gordon, could I
Mr. GORDON. So unless R&D actual:, results in significant thera-

peutic gains, I would say that the rest of the R&D isn't worth any-
thing.

Mr. WHITTAKER Mr. Gordon, could I inquire at what stage and
in whose hands is the decision whether a drug is gu.ng to be thera-
peutically valuable or not?

Mr. GORDON. Well, the Food and Drug Administration
Mr. WHITTAKER You have to wait until the clinical trials have

been completed to find out whether it's going to do any good or not.
Mr. GORDON. That's right. As a matter of fact, there are two deci-

sions by the FDA. One, after the new drug application is ap-
provedyou'll notice that in that statement, it refers to new drug
applications, and you find that the numbers of important drugs are
pretty low.

But then you can also tell when a drug reaches the clinical stage,
whether it is going to be important or not.

Mr. WurrrAKER. Well, from what you just referenced, it almost
sounds as though you would 1» in favor of only one or two manu-
facturers of a product.

Mr. GOR.DGel. No, that doesn't follow 24- all.
Mr. WHITTAKER. And not have comp. :Won, bringing on their

own product line. A new company creating a drug that would be
somewhat comparable to another drug, it has to go through those
clinical trials.

And are you suggesting that those are unnecessary procedures
and that drug companies should not

Mr. GORDON. I would advocate that before a drug is approved for
inarketing, that not only should it be shown to be safe and effec-
tive, as required by law, but that it's relatively better or at least as
good as a drug that is already on the market. If it's as good that
would be fine. But if it doesn't meet the previous standards, I don't
think it should be allowed on the market.

In fact, this stand was advocated by Dr. James Goddard, when he
was a Food and Drug Commissioner.

Mr. WurrrAKER. You know, I can ap -eciate what you're saying.
But in a free market situation, that w lld be suggesting that the
Consumer Product Safety Commission could disallow Yorean auto-
mobiles, because they were deemed to not be quite as satisfactory
as a German automobile.
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Mr. GORDON. What do you mean by "free market?" You meana
consumer isn't able to select the drug that he wants. He can't com-
pare. There's not as free a market as you say there is.

Mr. WiirrrAitiat. I'm just curious, Mr. Gordon. If you feel like
that the primary problem is maybe with the doctor's prerogative of
making a prescription choicewe're talking a great deal about the
consumer's choice, and though he is dependent upon his physician
to make that prescription recommendation, isn't your primary ar-
gument against allowing that physician to have the prerogative to
make a choice for his patient?

Mr GORDON. No, not at all. As a matter of fact, I'm in favor of
makii.; sure that he gets some objective information, which he
very seldom gets right now. He's assaulted by advertising and pro-
motion. Pfizer comes in to you, if you're a doctor, and says, "My
drug is better." Somebody else comes in and says, "My drug is
better." The doctor is in no position to make such a decision.

As a matter of fact, the Task Force on Prescription Drugs, which
was a panel set up by Secretary of Health, Education, and Welfare,
John Gardiner, which consisted of some of the outstanding educa-
tors and medical scientists in this country, came up with a rather
interesting conclusion, that doctors know very little about drugs.
And Dr. Krogh, Richard Krogh, testifying Afore my committee
said that he fears for the future of his chosen profession, because
the industry has practically taken over post-graduate medical edu-
cation.

Well, the doctor is in really no position to make a decision.
Winn. Amt. Let me ask a further question, Mr. Gordon.

Mr. GORDON. Sure.
Mr. WHTTTAKER. I had other questions for other panelists, but

I'm just curious. If you feel like that the doctors' professional judg-
ment is so weak in the area of brand selection, who would you
direct to have authority ex your physician to direct to him what
he could prescribe and wi.at he could not?

Mr. GORDON. Well, as I stated, I would like to see some medical
education.

Mr. WHITTAKER From where? Are you saying that the FDA
should tell the doctor, you can prescribe one, two or three items
but disregard the other eight below the list?

Mr. GORDON. I would say that the government should perhaps
put out a compendium. I would say that medical schools like Har-
vard Medical School has detail men to go out and educate doctors.
There are many ways to do it, by the way. This is from the task
force- -

Mr. VI firruxint. Provided it is not too long. Maybe we can just
enter it into the record.

For the sake of discussion, I think we can probably conclude and
I know my time has expired, but I am somewhat concerned with
the disparaging remarks that you made concerning the physician's
ability to intelligently choose a prescription drug for his patient.

Mr. GORDON. I'121 surprised that you are not aware of he fact
that doctors don't know much about drugs, they are really not
expert in selecting drugs.

Mr. WitrrrAitEk. I would welcome a further panel that would
maylie give some balance to that perception of yours.
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Mr. Hurrox. Maybe, Mr. Whittaker
Mr. WAXMAN. Mr. Hinton, I am going to interrupt because the

gentleman's time has expired. Maybe we can have that as a topic
for another hearing. Mr. Wyden reminds me thct on Wednesday,
we are going to have a hearing somewhat on that s...*.)ject when it
comes to the question of physicians prescribing drugs and making a
profit, which is an issue that is a bit off the target of the main
focus of what we want to talk about today.

Mr. Sikorski.
Mr. &MEMEL Mr. Chairmai 'n the interest of time, I'll defer my

questions. I thank the panel for coming.
Ar. WAXMAN. Thank you. Mr. Wyden.
Mr. WYDEN. Thank you, Mr. Chairman.
Mr. Guildroy, I was director of the Gray Panthers for many

years before I came to the Congress and I'm particularly concerned
about how these high prices affect senior citizens. There are a
number of executives from the big pharmaceutical manufacturers
in this country in the room right now. You have an ideal chance to
communicate directly to these firms about the big increases that
your members are paying.

Could you tell us what these big increases mean for senior citi-
zens in terms of them having to give up food or paying the rent or
the utility bills? What does it really mean in human terms for
senior citizens?

Mr. GUILDROY. Mr. Wyden, I'd like to defer to Ms. Brown, please.
Ms. BROWN. We did a survey, I know it has been thrown around

a lot that people are foregoing food and rent for drugs, but we actu-
ally did a survey to measure the impact of the high drug costs. We
did it in 1985 and 1986. We also did one in 1982. One thing we
found was that in reasons for deciding not to get a prescription
filled, in 1982, cost was the fourth reason. Now, it's the second
reason for deciding not to get a prescription filled. We don't know
what that does to the more costly services of physician visits or
perhaps hospitalizations that people are foregoing necessary drug
therapy.

The survey also showed that in 1 year alone, between 1985 and
1986, there was a 42 percent jump in the amount of people who
were paying the highest amount that we asked for in their pre-
scription drugs out of pocket. It was a range that they could
answer, what are you paying out of pocket and the highest catego-
ry was, I am paying over $40 a month, which is nearly $500 a year.

We can't get a per capita figure on that unfortunately because
that person paying over $40 a month could be paying $41 or $400.
We don't know.

We have actually got some data to support some of the more
emotional arguments that have been made in the past.

Mr. WYDEN. One last question if I might, Mr. Guildroy. Because
you run the AARP Pharmacy, has it been your experience that the
price of generic drugs is not going up quite as fast as the price of
...rand name drugs?

Ms. BROWN. The price of generics either remains steady or drops.
Generics compete on price. The brand names certainly don't. We
see no increase in generics. That might even be pulling the CPI
down, if you have more generics on the market that actually un-
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derestimates the even greater inflation in the prices of the brand
names.

Mr. WYDEN. Mr. Chairman, I do not have any further questions
but I think this is one of the critical issues for this subcommittee's
consideration. Obviously, the generic drugs on the basis of their
programs are not going up at the rate of the brand names. Clearly
there seem to be some competitive forces at work with the generic
drugs that are not available in some of the other -,,arkets. I would
hope that would be en issue we would talk about later.

Mr. WAXMAN. Will the gentleman yield to me?
Mr. WYDEN. I'd be happy to yield.
Mr. WAXMAN. On the question of the generic drugs, we have

seen increases in R&D expenses, not as high as the price increases,
but we have also seen increases in the amount of money to pro-
mote, advertise and to otherwise encourage people to buy these
braid name products. The great part of that has been an anti-ge-
reric campaign where the brand name companies, in order to hold
on to their share of the market, are trying to dispa rage generic
drugs and saying .hey are not to! gz,vd, they are not as bioequiva-
lent, they are not as effective and they are not as safe.

We know that's not true because the FDA has testified and will
testify again today, that is absolutely not true. A generic couldn't
be approved unless it were the same drug and met all the stand-
ards for safety and efficacy.

How do your members feel? I know the AARP sells drugs, both
brand names and generic drugs. How would your members feel if
they found out they are paying higher prices for drugs so they
could be discouraged from buying drugs that would be less costly to
them?

Ms. BROWN. We find our members are responding in a way that
they have been told that generic drugs are like generic corn flakes,
they are awful. We have survey data also to show th. .`; between
1985 and 1986, there was 10 percentage points that shifted in the
answer to a question, do you think the FDA holds the same stand-
ards for quality, safety and effectiveness for generics as brand, and
they shifted, in 1985, they said, yes, we do. In 1986, 10 percent
jumped right into the "don't know" category. That's a 42 percent
increase in the amount of people who are now confused and indeed
don't know.

No one is going to buy a product if there is a doubt. It certainly
is not worth a few dollars more. They are absolutely right. They
are very effective in those campaigns.

Mr. WAXMAN. This expenditure by the pharmaceutical industry
to deceive people is effective and it is also adding to their profits
because they can go ahead and charge prices because they main-
tain their monopoly?

Ms. BROWN. Absolutely; it's adding insult to injury.
Mr. WAXMAN. Thank you very much.
Mr. WYDEN. Thank you, Mr. Chairman.
Mr. WAXMAN. Mr. Coats.
Mr. COATS. Thank you, Mr. Chairman. I don't know that I have

specific questions but I do want to make a comment and maybe
some of the panelists would like to respond.
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I can appreciate as all of us can that we represent senior citizens
and that they are an important part of our constituency. We all
have pr:?ents that are older, and we are sensitive to the costs of
drugs, generic, prescription, over the counter, whatever. The inci-
dence of medical coste -sn senior citizens are higher in most cases
than the general public.

I guess the question I have is while we recognize that some drugs
are expensive, most drugs are expensive, we also recognize how im-
portant they are to our well being, how critical they are to senior
citizens' health and to maintaining that health in older years. I
now have a father that is 81 years old who has Parkinson's and a
number of other medical problems, so our drug bills are fairly
steep. Yet he lived and spent his career working for an ethical
drug company, distributing drugs and in the sales force and also
involved, in a minor degree, in research of drugs.

I grew up with some understanding of what it takes to research
and develop, find a drug that can bring about medical relief, what
it takes to get that drug approved by the FDA. Often times, it's
millions of dollars and years and years of research and clinical
testing before a drug is approved. This results in a cost for a drug
that people, on the surface look at and say, why should that drug
cost so much, without focusing on a decade of research and devel
opment, a decade of bureaucratic process in getting it approved,
and a decade of clinical trials.

I wouldn't want it overlooked by the panel or by those focusing
on this hearing, that what we are looking at here is a situation in
which number one, cost recovery is significant but nu, iber two, in-
centive has to remain for drug companies to develop .aese drugs, of
which many of our senior citizens now take advantage and say,
what a wonderful miracle drag this is, why does it cost $1 instead
of $0.09?

If you remove that incentive, those miracle wonder drugs may
not be there because who is going to spend the amount of money
and the amount of research necessary to develop those drugs.

I see, Ms. Brown, that you would like to respond.
Ms. BROWN. I would like to respond. Thank you.
I think that what we are talking about is a matter of degree

only. AARP would be the last organization to throw any disincen-
tive to develop new cures for the illnesses that so often plague our
members and the population at large.

We differ a little from our co-panelists here in that we do think
that important therapet tic gains aren't made in leaps and bounds,
that often they are made in 'increments and yes, we kind of do owe
them a living. Also, we acknowledge that the successful drugs must
also pay for the failures, the ones that died with the bench scien-
tist.

However, it's a matter of degree. It's a matter of looking at who
is paying for this, not only who is paying for the R&D which I per-
sonally would like to see spread out over the tax base, but who is
paying for all the rest of the profits and activities of the pharma-
ceutical industry, which is by definition sick people, maybe exclud-
ing those taking birth control pills or something, you are talking
about sick people who are supporting it.

Mr. Coffers. Who should pay?
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Ms. Blown-. Who should pay?
Mr. COATS. Should those that are healthy pay?
Ms. BROWN. There but by the grace of God go all of us.
Mr. COATS. Are you advocating that we spread all these costs

over the general public?
Ms. Blown-. I would like to see those be reasonable returns and

reasonable profits because thz..t's our system and that
Mr. Comm. Who determines what is reasonable?
Ms. BROWN. Certainly not the drug :ompanies.
Mr. COATS. Who then?
Ms. BROWN. I suppose I would be over stepping our testimony to

in some kind of rate review board, so I will defer on t4ite. ,
al ugh that is something we could discuss on Thursday's drugs
under Medicare hearing, where we will be testifying with Mr.
Stark, and talking about some cost containment mechanisms and
financing.

Mr. COATS. Is anyone advocating we remove the prescription
drugs and remove drug pricing from the marketplace and establish
a Government commission?

Ms. BROWN. I'm sure lots of people are going to be proposing
that.

Mr. COATS. Do you see that as having any possible disincentive
toward the production of new drugs, research and development of
new drugs?

Me. BROWN. I guess it depends on what your return is. It's a
matter of if the profits are so great in the drug industry and that is
supporting R&D but R&D is only 10 to at the outside 15 percent of
your budget, what else are you supporting? You are supporting cor-
porate jets. You are supporting conferences in the Bahamas. You
are supporting a whole lot of extraneous stuff that doesn't neces-
sarily have to do with R&D and all of the things that we pay
homage to.

Mr. COATS. What you are advocating sounds to me like a radical
departure from a system that has probably brought more drug
breakthroughs, a better level of inPdhine than any other nation in
the world.

Ms. &town. The industry has given us a lot but also it's not all
the breakthroughs that are here. There are some other countries
that develop the drugs and then we license them in. It's not just
that America has the only scientists that can develop these prod-
ucts. There are a lot of breakthroughs coming out of universities.
They don't have this almighty profit incentive. There are research
scientists.

AZT came out of a Government funded program.
Mr. Coors. Do you really think we would be better off under a

government funded, Government directed program, that we would
have a better level of medicine, that we would have more research,
more drugs coming into the market?

Mr. WAXMAN. The gentleman's time has expired.
Ms. Blown-. I don't feel comfortable answering th at question the

way it is framed. It is kind of like if you stop beating your wife. I
don't like the way it would make me answer.

Mr. COATS. You are proposing one system. I was advocating that
the present system has probably given us a better level-
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Ms. BROWN. We would like to restructure he present system, not
throw it out, restructure it.

Mr. WAXMAN. Thank you, Mr. Czgits.
I want to thank the w'.tnesset- that have testified before us this

morning. You have been helpful in giving us your preliminary in-
formation. We look forward to wr'rking with you.

Our next panel is Mr. Gerald J. Mossinghoff, president of the
Pharmaceutical Manufacturers Association; Me. Douglas G.
Watson, president, Pharmaceuticals Division, Ciba-Geigy Corpora-
tion; Mr. Donald E. O'Neill, executive vice preside' Warner-Lam-
bert Company; Mr. Paul N. Clark, president, Pharmaceutical Prod-
ucts Division, Abbott Laboratories; and Mr. Harry Shoff, president,
Winthrop Pharmaceuticaib, Sterling Drug, Inc.

We are pleased to welcome you to our subcommittee hearing this
morning. Your prepared statements will be part of the record in
full. What we would ask of each of you is to summarize or give us
your presentation as you see fit, but to try to keep that presenta-
tion to 5 minutes.

Mr. Mossinghoff, why don't we start with you?

STATEMENTS OF GERALD J. MGSSINGHO;FF, PRESIDENT, PHAR-
MACEUTICAL MANUFACTURERS ASSOCIATION; DOUGLAS G.
WATSON, PRESIDENT, PHARMACEUTICALS DIVISION, CIBA-
GEIPY CORP.; DONALD E. O'NEILL, EXECUTIVE VICE PRESI-
DENT, WARNER-LAMPERT CO.; PAUL N. CLARK, PRESIDENT,
PHARMACEUTICAL PRODUCTS DIVISION, ABBOTT LABORATO-
RIES; AND HARRY SHOFF, PRESIDENT, WINTHROP PHARMA-
CEUTICALS, STERLING DRUG, INC.
Mr. MOSSINGHOFF. Thank you, Mr. Chairman.
Mr. Chairman, with your permission, I would like to use 5 graph-

ics, if I could, to support the summary points I will make during
this 5-minute presentation.

Mr. WAXMAN. Certainly. Present them as you fee fit.
Mr. MOSSINGHOFF. Mr. Chairman, in the summary portion of my

statement, I would like to make nine points.
First is that our way of life in the United States would be un-

imaginable without the modern medicines discovered and devel-
oped by the PMA companies through their research and c"..ivelop-
ment. During 1986, PMS companies invested $4.6 billion in re-
search and development, an increase of 12 percent over 1985.
People are living longer, healthier, and more productive lives as a
direct result of that investment.

Second, in recent years, the cost of providing health care and the
prices charged have risen substantially. The same is true for pre-
scription drugs. But modern prescription drugs are a very good
value. Prescription drug prices have remained well below the over-
all Consumer Price Index ever since that index was defined as 100
in 1967, and drug prices today are less than two-thirds the overall
price index for medical care.

That is shown on figure 1 of my chart. The differences, Mr.
Chairman, between your chart and my chart is that yours is a rate
of change chart, and obviously as a policymaker, the Congress must
look at that very carefully. My chart plots dollars, and the fact is
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that people walking into a drugstore spend less today buying pre-scription drugs than they do if they walk into another store andbuy the other items that are tracked in the Consumer Price Index.Prescription drugs and related products sold in retail pharmacieswere half of the 1960 level as a percentage of health care cost, andthat's shown in figure 2 that is being exhibited. In 1967, a typicalworker had to work 1 hour and 20 minutes to pay for an averageprescription. By 1985, it took only 63 minutes for that same pre-scription.
Third, modern medicines not only save lives, prevent disease,and cure illness; they also save billions of dollars each year by re-ducing the need for surgery, hospitalization, and other more expen-sive forms of therapy. in its first 10 years, the anti-ulcer drug, Ta-garnet, saved $4 billion in the United States alone. Other examplese:re discussed in my full statement.
Fourth, research and development are the hallmarks of the PMAcempanies. Their investment in R&D continues to double every 5years, as shown in figure 3. Moreover, the industry is investing anincreasingly higher percentage of sales, curreitly 15 percent, to fi-nance it growing investment in research and development, andthat's shown in figure 4.
Measuring increases in R&D expenditures the same way wemeasure price indexes and price increases, the index for researchand development conducted by PMA now stands at well over 1003,31/2 times the prescription drug Consumer Price Index.Fifth, the period of time during which this enormous investmentin -es Arch and development can be recovered through sales reve-nu s is being dramatically

compressed due to a number of converg-ix.g forces. Foremost is the unprecedented surge in competitionfront generic products as soon as the patent on the pioneer productexpires. Other major forces include the intense competition withinthe research-based pharmaceutical industry to develop and marketnew patented drugs, the increasing delays in the approval cf newdrugs by the Food and Drug Administration and increasing foreigncompetition from developed countries that have targeted this in-dustry and from newly industrialized countries that bli.t.antly con-done patent piracy.
Sixth, r evertheless our companies so far remain competitive inworld markets. The U.S. pharmaceutical industry, despite its rela-tively small size, ranks 4th among the 10 leading hiFh-technologyindustries in contributing a positive trade balance. In 1986, for thefirst time, those 10 industries had a net negative balance of tradetotaling $2.6 billion, but pharmaceuticals contributed a positive bal-ance of $764 million.
But our industry's leadership position in world markets is not as-sured. From 1976 through 1980, the U.S. pharmaceutical industrycontributed 70 new drugs to world markets, more than one-fourthof the total and twice the number originating fr .Ln Japan. In sharpdistinction, during the last 5 years, Japan introduced 60 new drugsin the world markets as compared with 58 originating from theUnited States.

Seventh, Congress can and should take several important stepsto help restrain the forces tending to drive up prices of modernmedicines. These include appropriating the funds necessary to
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streamline the new drug approval process at the Food and Drug
Administration; continuing to encourage other countries to
strengthen the protection of patents and trademarks; protecting
U.S. process patents from foreign pirates; reforming our chaotic
product liability system; and strengthening the tax incentives for
research and development.

Later in my prepared statement, I cite specific bills that the
PMA supports to carry out those reforms.

Eighth, strong patent protection worldwide is essential to the
pharmaceutical industry's continued investment in research and
development. PMA welcomes the steps being taken by some of mir
trading partners to strengthen patent protection for pharmaceuti-
cals. These steps include the Japanese Government's decision to
seek enactment of patent term restoration legislation for pharma-
ceuticals, the active consideration within the Eurepean Community
of a similar measure, the new protection in Korea for pharmaceuti-
cal products, and a parliamentary consideraticn in the United
Kingdom to repeal the so-called "license of right."

Mr. Chairman, let me go to my lass, point in the interest of time.
The research-based pharmaceutical industry stands on the thresh-
old of a Golden Age of development. New and exciting knowledge
about molecular biology and new methods of research and develop-
ment, including computer modeling of molecules and cells and ad-
vances in biotechnology, will enable PMA companies to develop
new treatments and cures for such deadly diseases as cancer, heart
disease, Alzheimer's disease, leukemia, and AIDS. These dreams,
however, will become a reality only if the incentives remain for the
research-based pharmaceutical industry to continue its enormous
investment in research and development.

Thank you very much, Mr. Chairman.
[Testimony resumes on p. 284.]
[Mr. MG inghoff's prepared statement follows:]
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Statement

GERALD J. MOSSINGHOFF
PRESIDENT, PHARMACEUTICAL MANUFACTURERS ASSOCIATION

BEFOG: THE

SUBCOMMITTEE ON HEALTH AND THE ENVIRONMENT
COMMITTEE ON ENERGY AND COMMERCE

U.S. HOUSE OF REPRESENTATIVES

APRIL 21, 1987

Mr. Chairman and Members of the Subcommittee:

I am Gerald J. Mossinghoff, President of the Pharmaceutical

Manufacturers Association. pMA represents more than 100

research-based pharmaceutical companies that discover, develop

and produce most of the prescription medicines used in the United

States. I appreciate this opportunity to appear before the

Subcommittee and testify on the important subject of

prescription-drug prices.

SUMMARY

Mr. Chairman, with the help of graphics and as developed

more completely in the remainder of this statement, I would like

to make the following points in this brief summary:

1100 fifteenth Sum. N UishIngton D C 20005 (202) 835-3400
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(1) Our way of life in the United States would be

unimaginable without the modern medicines discovered and

developed by the PMA companies through their research and

development. During 1986, PMA companies invested $4.6

billion in R&D, an increase of 128 over 1985. People are

living longer, healthier and more productive lives as a

direct result of that investment.

(2) In recent years, the costs of providing health care,

and the prices charged, have risen substantially. The same

is true for prescription drugs. But modern prescription

drugs are a very good value. Prescription-drug prices have

remained well below the overall Consumer Pric? Index ever

since that index was set at 100 in 1967. And drug prices

today are less than two-thirds the overall price index for

medical care (Figure 1). Prescription drugs and related

products sold in retail pharmacies in 1985 were half of the

1960 level as a percentage of health care costs (Figure 2).

In 1967, a typical worker had to work one hour and twenty

minutes to pay for an average prescription; by 1985, it took

only 63 minutes to pay for that prescription.
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(3) MoAern medicines not only save lives, prevent

disease and cure illness, they also save billions of

dollars each year by reducing the need for surgery,

hospitalization and other more expensive forms of

therapy. In its first 10 years, the anti-ulcer drug

Tagamet saved $4 billion in the United States alone.

Other examples are discussed later in my statement.

(4) Research and development are the hallmarks of the

PMA member companies. Their investment in R&D

continues to double every five years (Figure 3).

Moreover, the industry is investing an increasingly

higher percentage of sales--currently 15%--to finance

its growing investment in R&D (Figure 4). Measuring

increases in R&D expenditures the same*way we mesure

price increases, the 'index' for R&D conducted by PMA

companies now stands at over 1,000, three and one-half

times the prescription drug CPI (Figure 5).

PMA Company R&D Dollars Double Every 5 "ears
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11111.1.1w
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j

I
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Figure 3
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(5) The period of time during which this enormous

investment in R&D can be recovered through sales

revenues is being dramatically compressed due to a

number of converging forces. Foremost is the

unprecedented surge in competition from generic

products as soon as the patent on the pioneer drug

expires. Other major forces include the intense

competition within the research-based pharmaceutical

industry to develop and market new patented drugs;

increasing delays in the approval of new drugs; and

increasing foreign competition from developed countries

that have targeted this industry and from newly

industrialized countries that blatantly condone patent

piracy.

(6) Nevertheless, our companies so far remain

competitive in world markets. The U.S. pharmaceutical

industry, despite its relatively small size, raliks

fourth among the ten leading high-technology industries

in contributing a positive trade balance. In 1986, for

the first time, those ten industries had a net negative

balance of trade, totaling $2.6 billion, but

pharmaceuticals contributed a posit.ve balance of $764

million. But our industry's leae'..rship position in

world markets is not assured. From 1976 through 1980,

the U.S. pharmaceutical industry contributed 70 new

drugs to world markets, mc:e than one-fourth of the
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total and twice the number originating from Japan. In

sharp distinction, during the last five years, Japan

introduced 60 new drugs into world markets as compared

with 58 originating from the United States.

(7) Congress can--and should--take several important

steps to help restrain the forces tending to drive up

prices of modern medicines. These include

appropriating the funds necessary to streamline the

new-drug approval process at the Food and Drug

Administration; continuing to encourage other countries

to strengthen the protection of patents and trademarks;

protecting U.S. process patents from foreign pirates;

reforming our chaotic product- liabii ty system; and

strengthening the tax incentives for research and

development. Later in this statement I cite specific

pills that should be passed to accomplish these goals.

(8) Strong patent protection worldwide is essential to

the pharmaceutical industry's continued investment in

research and development. PMA welcomes the steps being

taken by some of our trading partners to strengthen

patent protection for pharmaceuticals. These steps

include the Japanese Government's decision to seek

enactment of patent term restoration legislation for

pharmaceuticals; the active consideration within the

European Community of similar legislation; the new
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protection in Korea for pharmaceutical products; and

the parliamentary consideration in the United Kingdom

to repeal the so-called "license of right"--a

compulsory licensing provision during the last four

years of a U.K. patent--insofar as that license of

right applies to pharmaceuticals. de also view as

significant the decision of the Canadian Government to

seek modification of the Canadian compulsory licensing

provisions, although even with the changes proposed,

the Canadian protection of pharmaceuticals will still

fall far short of that provided in all other developed

countries. There are, of course, many countries in the

..-forld which foster the theft of U.S. research and

development by failing to provide adequate patent

protection. PMA welcomes the efforts of the Executive

Branch and the Congress in demanding adequate

protection for intellectual property as a critical

element of U.S. trade policy. The effo.ts of Chairman

Dingell and the Committee on Energy and Commerce have

been most helpful in this area.

(9) The researcn-based pharmaceutical industry stands

on the threshold of a golden age of development. New

and exciting knowledge about molecular biology, and new

methods of research and development--including computer

modeling of molecules and cells and advances in

biotechnology--will enable PMA companies to develop new
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treatments and cures for such deadly diseases as

cancer, heart disease, Alzheimer's disease, leukemia

and AIDS. These dreams will become a reality only if

incentives remain for the research-based pharmaceutical

industry to continue its enormous investment in

research and development.

Mr. Chairman, this concludes the summary portion of my

statement. The points I have made are developed more fully in

the rest of my statement.

$TATEMENT

People in the United States are iiving longer,

healthier and more productive lives as a direct result of the new

drugs developed by PMA member companies.

In addition to helping to 4mprove health, medicines

traditionally have been a bargain for consumers. Even thuugh

they are the most cost-effective form of therapy, they have

consumed a declining share of health-care expenditures. Over the

years, the Consumer Price Index has increased much more than

prescription-drug prices. During the 19-year period from 1967

(which the U.S. Bureau of Labor Statistics uses as a base year in

calculating the Consumer Price Index) through 1986, the rate of

inflation exceeded prescription-drug price increases by 20%.

And drug prices today are less than two-thirds the overall price
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index for medical care.

Meanwhile, prescription drugs and related products sold

in retail pharmacies have declined as a percentage of national

health expenditures. In 1960, we spent 13.61 of total health-

care expenditures on drugs and related products; by 1985, the

latest year fur which complete data are available, we had cut

that share by more than half, to 6.7%. Indeed, we spend less

than a nickel of each health-care dollar for prescription drugs

from retail pharmacies. The cost of prescription drugs also has

declined in terms of purchasing power. Twenty years ago, a

typical worker had to work one hour and twenty minutes to pay for

an average prescription; by 1985, it took only 63 minutes to pay

for that prescription.

Besides saving lives and preventing disease, modern

medicines represent the most cost-effective form of therapy.

They are an important part of the solution to helping restrain

health-care costs: they save billions of dollars a year by

reducing the need for alternative, more expensive forms of

therapy. 'prescription drug products help contain the total cost

of health care by reducing hospitalization and need for surgery,"

the Department of Commerce's 1987 U.S. Industrial Outlook stated.

The use of drugs also reduces physicians' expenses and the number

of work day:: lost due to illness.

The cost-effectiveness of prescription drugs has been
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well documented. In the 10 years after i:s introduction in 1976,

the anti-ulcer drug Tagamet is estimated to have reduced costs

associated with ulcer disease--including work loss and allowing

for the cost of the drug--by.$5.8 billion worldwide. Savings in

the United States alone were $4 billion.

A series of studies sponsored by PMA provides other

examples of the cost-effectiveness of prescriptior drugs. The

net annual benefits of using beta blockers--a class of

cardiovascular drugs--to prevent second heart attacks was found

to range from $1.6 billion to $3 billion. A study of a measles

vaccine determined that benefits were more than 10 times the

costs over a nine-year period. Treating mental patients with an

anti-psychotic drug was found to be the least costly offive

forms of therapy--lower by 26% to 62%--and to be one of the most

effective methods.

Further, there has been a trend--which is accelerating'

--to develop drugs that last longer than alternative therapies

and thus require fewer eases a day or a shorter course of

treatment. The cost of treatment with these new medicines often

is considerably less than with older alternatives. One example

of this trend was documented in a study, published in the

November-December 1984 Reviews_Df_Infectious Diseases, of a new

cephalosporin antibiotic that can be administered once a day,

rather than three or four times daily as Lequired for

conventional cephalosporins. Estimated annual savings from the
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use of this new once-a-day drug instead of older alternatives

ranged from $85 million to $115 million.

Our industry is increasing its efforts to develop new

and better medicines. 'There is perhaps no industry that depends

as heavily on new products--and thus on research and development

--as does pharmaceuticals,' according to the February 23, 1987

edition of forbes. Every five years since 1970, our industry has

doubled its R&D expenditures. This trend continued in 1986, when

the industry spent a record $4.6 billion on research and

development, an increase of 12% over 1985. By comparison, the

National Institutes of Health estimates it spent $5 billion in

1986 on all health research.

To finance this research and development, our companies

have used an increasingly larger proportion of U.S. sales

revenues. From 1973 to 1980, the U.S. research-based

pharmaceutical industry invested between 11.1% and 11.7% of U.S.

sales LA R&D. In 1981, the industry increased its investment to

13.1% of sales, and in 1986 our companies invested an estimated

15% of sales in research and development. Measuring increases in

R&D expenditures the same way we measure price increases, the

'index' for R&D conducted by PMA companiea now stands at 1,008,

three and one-half times the prescription-drug CPI.

The time during which this enormous investment in R&D

can be recovered through sales revenues is being dramatically

-
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compressed due to a number of converging forces. Foremost is the

unprecedented surge in competition from generic products as soon

as the patent on the pioneer drug expires. Since enactment of

the Drug Price Competition and Patent Term Restoration Act in

1984, 659 Abbreviated New Drug Applications (ANDAs) to market

generic products were approved by the Food and Drug

Administration through 1986. Other major forces include the

intense competition within the research-based pharmaceutical

industry to develop and market new patented drugs; increasing

delays in the approval of new drugs; and increasing foreign

competition from developed countries that have targeted this

industry and from newly industrialized countries that blatantly

condone patent piracy.

Ours is a highly competitive industry in which no

company commands more than 7% of total sales and the top 20

companies have less than 75% of sales. Our companies compete

with each other by striving--with all their resources and

scientific ingenuity--to develop better treatments and cures. In

this constant quest, thousands of compounds are screened and

analyzed for each new chemical entity that eventually is brought

to market.

Our industry is competitive in world markets. Despite

its relatively small size, the pharmaceutical industry ranked

fourth (behind the aircraft, plastics and office machinery

industries) in contributing a positive balance of trade among the
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ten high-technology industries tracked by the Commerce

Department. Our industry recorded a postive balance of trade of

$764 million in 1986, a year when the ten high-technology

industries as a whole had a negative balance for the first time,

of $2.6 billion.

Our industry, nevertheless, is facing increasing

competition from foreign companies. From 1976 _hrough 1980, for

example, the U.S. pharmaceutical industry introduced 70 new drugs

in world markets, more than one-fourth of the total and twice the

number introduced by Japanese companies. In the last fin- years,

however, Japanese firms introduced 60 new drugs in world markets

compare to 58 introduced by AMerican manufacturers.

There are important steps that Congress can--and

should--take that would help to stimulate research, improve the

competitive position of our industry in world markets and limit

the upward pressure on drug prices.

First of all, Congress should strongly support

Commissioner Prank E. Young's efforts to improve operations at

the Food and Drug Administration and thus streamlirc tht, FDA's

new-drug approval process. This can be done by fully funding the

Fiscal Year 1988 budget request, and by oirecting.additional

resources to the drug-approval effort to support Dr. Young's

Action Plan.
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Quite properly, tne FDA gives top priority to ensuring

that new drugs are shown to be safe and effective before it

approves New Drug Applications and allows new drugs to be

marketed. But unnecessarily long periods of review can deprive

patients of new, effective medicines.

Despite the very dedicated and able efforts of

Commissioner Young and his staff, it still takes much too long to

approve new drugs. The average development time for the 20 new

drugs approved by FDA in 1986 was more than 10 years from

discovery to approval. The mean approval time for those drugs- -

that is, from the time the application for approval was filed

until the FDA completed its review and approved the drug--was

34.2 .7.z:hills. 711:Ler. of the 20 new drugs had already been

approved first abroad; the countries that approved them first did

so in an average of 10 months--less than one-third of the FDA's

34-month review time.

Streamlining the approval process would reduce the cost

of pharmaceutical research and development, and exert a

moderating influence on the powerful push toward higher

development costs and thus higher prices. Professors Henry

Grabowsxi and John Vernon, economists at Duke University, found

in a study published in 1982 that a reduction of a year and a

half in the FDA's approval time would enable companies to recover

their research and development ccsts a full five years earlier.
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The average cost of developing a new drug now is about

5113 million. This figure is based on a study performed by Dr.

Ronald Hansen, then with the Unive-- 'ty of Rochester School of

Management, of the cost of developing a new drug in 1976, updated

in accordance with the National Institutes of Health biomedical

deflator.

Pharmaceutical research is becoming increasingly

expensive in part because the nature of the work is changing in a

fundamental way. In the past, pharmaceutical conpanies engaged

primarily in applied research, greatly relying on the wbasi

research conducted by university scientists, the NIH and other

researchers. In recent years, company scientists increasingly,

have been conducting their own basic research to understand how

life and disease function at the cell level, in order to attack

disease at its roots rather than simply treat its symptoms. This

kind of research on the frontiers of medical science is much more

complicated and expensive than the Earlier kind of pharmaceutical

research.

Moreover, drug companies now are concentrating more on

chronic and degenerative diseases such as cardiovascular disease

and cancer rather than on infectious diseases. Research on

cardiovascular drugs, example, increased from 14.9% of total

U.S. research and development in 1975 to 26% in 1985, while

research on drugs to treat cancer and related diseases increased

from 15.5% tq 18.1% during the same period.
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Chronic diseases are treated over longer periods of

time than infectious diseases, which increases both the

difficulty of assessing drug efficacy and the chances of.

undesirable side effects. This makes it such harder-.--and more

expensive - -to conduct adequate clinical trials for the increasing

number of drugs being developed to treat chronic and degenerative

diseases. Clinical testing now requires more funds than any

other aspect of pharmaceutical research-21% of total research

expenditures in 1985.

In addition to supporting efforts to streamline the

FDA's new-drug approval process, Congress should move to

strengthen the power of the United States Trade Representative by

.enacting strong intellectual-property provisions in pending trade

legislation. Provisions such as those in the Trade and

International Economic Policy Reform Act of 1987 (H.R. 3), which

is awaiting floor action, would help to persuade our trading

partners to provide adequate intellectual property protection.

Among many other things, the legislation would modify Section 301

of the Trade Act of 1974 (as amended), which authorizes the

President to retaliate against unfair barriers to U.S. trade and

investment, and would require the USTR to initiate negotiations

with countries that fail to provide adequate intellectual

property protection.

Each year, our companies lose hundreds of millions of

dollars in sales to products made by patent pirates in slountries
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that blatantly condone such action by failing to provide adequate

protection. We have identified 25 countries that do not provide

such protection and, in a survey of just five of these countries,

sales by U.S. companies of painted products amounted to $162

million in one year--compared to sales by patent pirates of $192

million.

We are encouraged by what we hope is an international

trend toward stronger protection for pharmaceutical inventions.

For example, the Japanese Government has decided to seek

legislation providing for patent-term restoration for

pharmaceuticals. The European Community is considering similar

legislation. Korea now has agreed to provide product patent

protection for pharmaceuticals. In the United Kingdom,

Parliament is moving toward repealing a compulsory licensing

provision,that applies during the last four years of a

pharmaceutical patent in that country.

In addition, the Canadian Government has made a major

decision to urge enactment of legislation to modify that

country's compulsory-licensing provisions. We view that as a

significant step. Passage of the legislation would be an

improvement over the existing situation, but, even with the

proposed changes, patent protection for drugs in Canada would

still fall far short of that provided in all other developed

countries. The efforts of hAirman Dingell and the Committee on

Energy and Commerce have been most helpful in encouraging other
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countries to strengthen their protection of intellectual

property.

We are urging Congress tc enact legisiation, such as S.

573, that would prevent foreign manufacturers from obtaining free

use of U.S. research and development by making pharmaceuticals

abroad in violation of U.S. process patents and then exporting

the products into this country. The legislation would strengthen

the enforcement of process patents in the Dzited States--and make

U.S. law consistent with the laws of other industrialized

countries.

Further, Congress should pass legislation--along the

lines of H.R. 1115--that would help to rationalize a ploduct-

liability system that has become increasingly chaotic and

unpredictable. Excessive judgments are being rendered against

manufacturers. Huge windfalls are being awarded for "pain and

suffering." And large sums are being inappropriately assessed

against companies as *punitive" damages.

Congress also should pass legislation--such as S. 58 --

to restore the R&D tax credit and make it permanent. In

addition, Congress should pass compromise legislation expected to

be introduced soon that would provide for the automatic set-aside

to U.S. income of 67% of the R&D costs of a U.S. multinational

corporation that are incurred in this country. As it now stands,

research and development costs for taxable years beginning after
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August 1, 1987 will have to be fully allocated between U.S. and

foreign income--a strong disincentive to expanding domestic R&D.

These steps would help to ensure that our industry--on

the verge of what promises to be its most productive period--does

in fact realize its full potential for improving public health.

Our companies--in many cases using .he exciting new techniques of

biotechnology--are working to develop drugs to treat and cure

such deadly diseases as cancer, heart disease, Alzheimer's

disease and leukemia, among a host of other diseases.

Of most pressing importance, our industry is engaged in

an all-out effort to conquer what is fast emerging as one of the

most insidious diseases the world has ever known--AIDS. Of 11

products recently identified by The New York Timeg and Business

week as the most promising AIDS drugs, eight were discovered by

private industry and all 11 are being developed by industry.

These new medicines will only come from the research-

based pharmaceutical industry--and only if the industry's

.,avestments in research and develor -ent can be maintained.

NI. Chairman, that concludes my full statement. I

would be pleased to respond to any questions you or the other

members of the Subcommittee may have.
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Mr. WAXMAN. Thank you very much, Mr. Mossinghoff.
Mr. Watson.

STATEMENT OF DOUGLAS G. WATSON

Mr. WATSON. Thank you, Mr. Chairman.
My name is Douglas Watson, and I'm the president of the Phar-

maceuticals Division of Ciba-Geigy Corporation.
We at Ciba-Geigy and, I believe, all of us in the industry share

your concern about he increasing cost of health care in this coun-
try. We recognize and accept that the pharmaceutical industry has
to play its part in helping to minimize further escalation.

Mr. Mossinghoff showed earlier the prescription drug component
of health care cost has declined from 14 percent to under 7 percent
over the past 20 years. But what is even more remarkable is that
the importance of the drug treatment component of health care
has significantly increased over the same period.

Prescription drugs not only save lives and relieve suffering, but
are becoming more and more essential as the most effective way to
control the escalation in health care costs. Thanks to today's inno-
vative prescription drugs, many people can lead more or less
normal lives, able to earn a living, rather than being hospitalized
as the result of a heart attack, epilepsy, or crippling arthritis.

I would therefore suggest to you that prescription drugs have in
the past played and will in the future continue to play a very
major role in controlling total health care costs.

We have come to expect longer, healthier, and more active lives,
and we tend to take the contributions of modern prescription drugs
for granted. But we must remember that today's innovative di ugs
are the result of R&D investments years ago, and unless we can
afford to continue to make substantial investments in research
today, we will not be able to develop innovative medical treatments
for the future.

For our part, Ciba-Geigy invests worldwide more than $1 million
per day on pharmaceuticals research and development, 17 percent
of sales here in the U.S. Some 70 percent of that investment relates
to innovative new chemical entities targeted at cardiovascular dis-
ease, Alzheimer's disease, AIDS, cancer, and disease-modifying
antiarthritic drugs. Ciba-Geigy is firmly committed to the research
and development of products that address these most difficult dis-
ease states, operating at the cutting edge of scientific knowledge.
And to do so, Ciba-Geigy has increased its R&D budget by 98 per-
cent over the last 5 years, far higher than its increases in prices at
52 percent.

But I know, Mr. Waxman, that you essentially accept all these
aspects of our industry and that you want to address the specific
question of our pricing practices. The factors affecting our pricing
decisions are numerou nd diverse. They include the high degree
of risk inherent in the research, development, mid use of our drugs;
the extraordinary expense and time required to bring a new prod-
uct to the market; the significant need for continuing capital in-
vestment to maintain state-of-the-art facilities to ensure regulatory

ompliance; the extensive funding of basic biomedical research out-
side the company; and the expenditures necessary for the educa-
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tion and informational activities for both medical professionals and
patients; and, of cc-,,rse, the competitive environment we Lye in.

Individual product. pricing reflects the value of the therapy pro-
vided and the competitive profile of the drug. But overall, our pric-
ing must reflect a balance between our need to generate revenues
to cover our operational costs, to fund our aggressive R&D pro-
grams, and, of course, to earn a reasonable profit.

The detailed pricing decision is a complex process. The competi-
tive health care marketplace pits relatively low-cost prescription
drugs against higher-cost alternatives such as surgery or extended
hospital stays. And even within the prescription drug component of
the health care market, pharmaceutical products compete in a
therapeutic category against new classes of drugs, new chemical
entities, established brand medications, and generics.

The cost of doing business has increased. Operational costs con-
tinue to grow as a result of increases in employee compensation,
the need for a higher caliber of scientists and scientific equipment,
and the need to hire more people to meet the ever more demanding
regulatory requirements, and these include both FDA pharmaceuti-
cal requirements as well as Federal and State environmental re-
quirements.

At the same time, the changing composition of the health care
market has expanded the number and nature of the individuals
participating in the drug selt,ction process, and this has resulted in
the need for incremental exi --nditures to reach the new and differ-
ent players in the marketpls :e.

Innovation is the key succ ss factor for our industry. Companies
that do not successfully innovate will not survive. And as a result,
companies invest heavily to bring new products with added value
to the market, as well as continuously striving to add value to their
established products with new indications and more convenient
dosage forms.

In summary, therefore, pharmaceutical drugs are the mo.A, effec-
tive way to control total health care costs. Pricing in the pharma-
ceutical industry is complex and dynamic. It has to take into ac-
count many factorsthe value of the therapy provided, the com-
petitive profile of the product, the extraordinary expense and time
required for research and development, the high degree of risk in-
herent in our industry, increasing regulatory requirements, the
capital investment required, the cost of education and information
for the physician, medical administrators, pharmacists and pa-
tients. Innovation is and will continue to be the key success factor
for our industry and a corresponding benefit to society.

Balancing all of these considerations, Ciba-Geigy believes that
our pricing practices have been reasonable and juctified.

I thank you for your consideration.
[Mr. Watson's prepared statement follows:]

STATEMENT OF DOUGLAS G. WATSON

I. INTRODUCTION

The Pharmaceuticals Division of CIBA -GEIGY Corporation offers this testimonyin response to a request from the Subcommittee on Health and the Environment
regarding our price increases for prescription drugs during 1981-86. Factors affect-
ing pricing decisions are numerous and diverse. They reflect a balance between our
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need to earn a reasonable profit in a highly competitive marketplace and our need
to fund a sufficient amount of research and development to advance medical treat-
ment.

Being a profit-making enterprise is entirely consistent with being a responsible
corporate citizen. CIBA -GEIGY is certainly concerned about the impact 1 the
prices we charge for medications, a. I we are proud of our record of accomp..anment
and service. The benefits and cost savings which our products have brought to mil-
lions of patients are profound.

In addressing the issue of price increases, several factors must be considered:
The high degree of risk inherent in the research, development and use of new

chemical entities (NCE's);
The extraordinary expense and time required to bring new products to the

market;
The significant need for continuing capital investment to maintain state-of-the-art facilities and to ensure regulatory compliance;
The extensive funding of basic biomedical research outside the company;
The competitive environment, including both drug and non-drug alternativetherapies; and
The expenditures for education and in:ormation activities for both medical pro-fessionals and patients.

Balancing all of these considerations, CIBA-GEIGY believes that our price in-
creases over time have been reasonable and justified.

II. PHARMACEUTICALS: RISKY BUSINESS

The development of new drugs is a high-risk business. it requires the outlay of
massive expenditures for research and development, with very uncertain prospects
for return:

Only one in approximately 10,000 new compounds synthesized is approved by
the Food and Drug Administration (FDA);

Only about 12 percent of the NCE's tested in humans are fir ally approved by
the FDA;

The average time required for a new drug to progress from synthesis through
development to approval is now more than 10 years, roughly double the time re-
quired in the mid-1960's.

Two out af every three drugs introduced in the U.S. market since 1970 by all
pharmaceutical companies have not realized profits sufficient to recover research
and development costs (Grabowski, 1982).

The estimated cost of research and development for each NCE requiring an ap-
proved New Drug Application (NDA) is over $100 million. In contrast, the average
cost of preparing a generic product for market under an Abbreviated New Drug Ap-
plication (ANDA) is estimated at $250,000.

Future Research Holds Even Higher Risks. Average expenditures of time and
money continue to increase. As research expands into the "cutting edge" of science,
such as the search for treatments for AIDS, Alzheimer's disease, cancer or for dis-
ease-modifying anti-rheumatics, costs rise significantly. Industry has greatly in-
creased expenditures in order to expand the basic biomedical knowledge necessary
to develop drugs for these more complex illnesses. In addition, because Federal fund-
ing has decreased in recent years, tae U.S. pharmaceutical industry has increased
its share of the funding of biomedical research and development. Indeed, it is pro-
iected that the pharmaceutical industry will fund more health research in 1987
than will the National Institutes of Health. The increased costs associated with
basic research do not tell the whole story, however. The risks inherent in pharma-
ceutical research are related to the low probabilities of a synthesized compound
being approved for sale in the U.S. market.

Unexpected Risks In Using A Drug. Risk does not end at the approval of a new
drug, it just changes form. Drugs that look promising in the lab and in clinical
trials sometimes have a rare, unexpected side effect that shows up only after a large
number of patients have been on therapy. Adverse reactions may result in product
liability suits. In view of the prohibitive costs of product liability insurance and the
unrestrained costs associated with defending such suits, product liability concerns
represent a serious risk for the pharmaceutical industry. In some cases, such as re-
search on drugs for diseases affecting the reproductive system, the risks of doing
research outweigh the benefits, and further research efforts have '.peen terminated.
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III. CIBA-GEIGY'S EXPERIENCE: COMMITMENT TO RESEARCH
CIBA -GEIGY is one of the leading companies in terms of research and develop-ment expenditures on pharmaceuticals. In the U.S. in 1986, 17 percent of CIBA-GEIGY's Pharmaceuticals Division's sales were devoted to research and cievelop-meat. This figure is higher than the national average of 15 percent for pharmaceuti-cal research and development expenditures.
Our expenditures on pharmaceutical research and development in the U.S. in-creased by 98 percent between 1981 and 1986; prices increased during this sameperiod by 52 percent. CIBA-GEIGY's research and development emphasis, more-over, has shifted dramatically toward NCF J. Dollars spent on NCE's rose by 172percent between 1981 and 1986 and now account for nearly three-quarters of totalresearch and development.
The continuing infusion of large capital expenditures also demonstrates theextent of our commitment to research and development. Since 1981, capital projectshave exceeded $200 million. This includes four major new facilities, roughly half ofour capital expenditures during this period, entirely devoted to increasing the pro-ductivity of our research and development efforts.Risks To CIBA-GEIGY. CIBA-GEIGY, like all other companies in the industry, isvulnerable to the risks inherent in dmreloping and marketing pharmaceutical prod-ucts. CIBA- GEIGY's research and development costs are high; and the median timefor development and FDA review of NCE's approved between 1977 -.nd 1983 was10.3 years.
Maintaining a revenue level sufficient to fuel research and development and tosustain a reasonable return fi primary business goal. However, at 98 percent,CIBA-GEIGY's 1981-1986 rate of increase in spending on research and developmentis far higher than its rate of increase in prices, at 52 percent. Moreover, even thosedrugs that have sustained the largest price increases remain among the lowest inprice in their respective thciapeutic categories.

IV. CIBA-GEIGY'E CONTRIBUTIONS TO HEALTH, RESEARCH, AND SOCIETY
A. Improvements In Drug Therapy
CIBA- GEIGY's research and development has produced significant advances inmedical treatment, including new drugs, and new uses, new delivery systems andnew dosage forms for existing drugs.
CIBA-GEIGY was the pioneer in the discovery of drugs for the treatment of car-diovascular disease. CIBA -GEIGY has also developed:

the first advanced drug delivery potassium supplement in the world;the first drug for spasticity which acts at the exact site of the disease, used fre-quently for Vietnam veterans who suffered spinal cord injuries;the first anti-epileptic drug demonstrated to significantly reduce cognitive dys-function in children with epilepsy;
the first transdermally delivered medications in the world, which significantlyreduce the amount of drug necessary to control such conditions as angina and meno-pause, improving the quality of life in thousands of patients;the first effective drug for thalassemia, which extends the life of those patientssuffering from kidney disease; and
the first human calcitonin, for the treatment of Paget's disease.By improving patient compliance, our new delivery systems and dosage formsreduce health care costs. For example, our transdermal patches improve patientcompliance and, by delivering medication at a more consistent rate, may helpreduce adverse reactions.

Search For New Therapies. CIBA-GEIGY is seeking new treatments for diseas'sof particular conceal to the public, such as AIDS, cancer and Alzheimer's dispc'se.Three compounds show promise in the battle against AIDS. For cancer, our develop-ment plan calls for a 95 percent increase in spending on research during 1986-89.This substantial investment demonstrates our determination to be a leader in find-ing new therapies to fight this difficult group of diseases.
CIBA-GEIGY has recently received approval under the Orphan Drug Act tomarket Lamprene®, for the treatment of leprosy, and Cibacalcin®, for the treat-ment of a painful bone disease. The Orphan Drug Act has significantly facilitatedthe development of such drugs. However, full development costs are not likely to berecaptured. Before Lamprene's approval, CIBA-GEIGY regularly supplied a numberof patients with this drug free of charge an,: nntinues to do so for some AIDS pe-tients or investigational purposes. During 1985-86, more than a dozen other invest.-gational drugs were also made available to patients without cost, in accordance withFDA's "compassionate" Investigational New Drug Exemption (IND) policy.
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B. CIBA-GEIGY A Contributor to Health Care
CIBA-GEIGY's contribution to better health care is not limited to our own re-

search and development activities. In 1986 and 1987, approximately $7 million has
been, or will be, given to universities and research foundations to fund basic biomed-
ical research, not linked to studies in support of a particular NDA. Another $1 mil-
lion has been or will be contributed to other medical institutions, professional orga-
nizations, disease-oriented consumer groups and other nonprofit institutions.

CB3A-GEIGY's innovative programs recognize the importance of the patient's
participation in optimizing health care. In the past 2 years, we have conducted a
series of dialogues with consumer interest groups to explore the public's views con-
cerning such topics as improvements in drug therapy and the delivery of health
services in a cost containment environment. The purpose of these sessions is to
better understand t13 needs of the consumer and to help target our activities to
meet those needs.

CIBA-GEIGY's $1 million contribution initiated the landmark National Council
on Patient Information and Education (NCPIE). The purpose of this highly-respected
organization is to provide consumers with the information they need and request
about prescription drugs. Enhanced communication can help consumers take medi-
cines more safely and effectively, help patients get better faster and avoid side-ef-
fects, reduce hospitalizations due to drug interactions, and increase patient satisfac-
tion with professional care. Recently, NCPIE has established a special program to
improve the flow of information to the older patient, who generally bears a greater
risk of responding poorly to drug treatment.

V. PRICING IN A COMPETITIVE ENVIRONMENT

Prescription drug pricing is a complex process. The competitive health care mar-
ketplace pith relatively low-cost prescription drug products against higher-cost alter-
natives such as surgery and extended hospital stays. Even within the prescription
drug component of the health care market, pharmaceutical products compete in a
therapeutic category with new classes of drugs, new chemical entities, established
brand medications and generics.

New products with added value entering the market at higher prices impact the
unit volume sales of the established brands. Slower growth or decline in unit
volume may result in price increases for established brands in order to continue to
support the funding of critical research and development objectives. Continued de-
velopment of established products through new indications and new dosage forms
increases the value for the patient of established products compared to the competi-
tion. Increased value may result in increased price.

The changing composition of the health care market increases the complexity of
pricing decisions requiring sufficient flexibility to meet the variations in the com-
petitive environment. This changing composition alno expands the number of cus-
tomers participating in the drug selection process, thereby requiring incremental ex-
penditures of funds to reach the new and different players in the marketplace.

Pricing of prescription pharmaceuticals must address all of the factors described
above and result in sufficient revenues to fund continued investment in research
and development and to maintain our position in an intensely competitive environ-
ment with a reasonable profit.

VI. DRUG THERAPY: A COST EFFECTIVE APPROACH TO HEALTH CARE

Prescription drugs account for a relatively small and decreasing proportion of the
total health care dollar, totalling about 7 percent in 1986. Yet, prescription drugs
are an excellent means of controlling health care costs. Their contribution to health
care cost containment far exceeds the cost of prescription medications to the pa-
tient. Under the current system, we finance the treatment of diseases in their acute
stages. Nevertheless, under numerous public and private insurance programs, we
fail to provide the adequate coverage for those prescription medications capable of
reducing the more expensive components of health care costs.

To control total health care costs, it would be wise to facilitate access to, and
proper use of, prescription drugs. Careful drug prescribing by physicians and consci-
entious compliance by patients can minimize the number of physician visits and the
cost of hospital care. Drugs can reduce the need for more expensive surgery and can
help ensure the success of necessary surgery. For example, administration of a
CIBA-GEIGY drug immediately following a heart attack significantly increases the
prospects for successful recovery and reduces the possibility of a recurrent i.eart
attackand another expensive hospital stay.
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In the decades to come, the "graying of America" will generate a greater need forss
cost-effective health care, resulting in increased utilization and institutionalization.Fai Ir re to adequately fund pharmaceutical research in order to develop safe and ef-fective pharmaceutical therapies witl continue to drive the elderly into the mo:e ex-penaive segments of the health care delivery system. If we are to control tomorrow'shigh health care costs, we must not attempt to limit revenues neceasary to sustaintoday's research ane. development.

VII. CONCLUSION

We Lave come to expect a longer, healthier life. We often take the contributionsof prescription drugs for granted, yet we have been reticent about accepting thetrade-offs necessary to make 'hese products available. Essential medications arecostly. But the tremendous be Befits and the cost-effectiveness associated with pre-scription drugs fully justifies the price.
Pricing in the pharmaceutical industry is complex and dynamic. Pricing decisionsmust address the highly ccnpetitive conditions within the overall health caremarket. The price of prescription metlicat'f ; funds our contributions to health careand supports the high cost of research an.: development. Monies invested decadesago yield today's innovative medical treatments for future decades. We do not be-lieve that changes which would upset these dynamics are appropriate, particularlyif the United States is to maintain its leadership role in bringing valuable and im-portant medications to the public.
Thank you for your consideration.

Mr. WAXMAN. Thank you very much, Mr. Watson.
Let's hear from Mr. O'Neill.

STATEMENT OF DONALD E. O'NEILL
O'NEILL. My name is Don O'Neill. I'm executive vice presi-dent of Warner-Lambert Company. For your information, Warner-Lambert employs some 32,000 people and conducts business inmore than 130 zountries. We operate approximately 100 manufac-turing plants and maintain research centers on 3 continents. Ourprescription pharmaceutical business contributes approximately 30percent of our $3.1 billion worldwide rever tie. These sales are gen-erated primarily by our Parke-Davis Unit, whose 120-year historyis marked by significant medical contributions.

For example, Parke-Davis holds U.S. Biological License No. 1 andwas one of the first pharmaceutical companies to be dedicated tomedical research. As our response to your committee points out,over the past 3 years, price increases at Parke-Davis represent lessthan 6 percent of total revenue. That figure is significantly belowthe overall industry average.
In terms of 1986, our price increases, after all allowances and dis-counts, amounted to less than 5 percent. In contrast, our researchinvestment was up 10 percent last year and will increase another12 percent in 1987 to $227 million. On a dollar basis, our 1986 priceincrease volume and our research increase were approximately thesame.
These numbers reflect ParkeDavis' substantially greater com-mitment to research and development activities. Since 1984, re-search and development investment has increased at a greater ratethan sales. Over the next 5 years, an additional $1.3 billion will beinvested. Looked at from another perspective, we are presently in-vesting 16 percent of our pharmaceutical sales behind R&D pro-grams. The overall industry average, as you know, is 15 percent.Our research programs are managed on a worldwide basis out ofAnn Arbor, MI, and we operate major research centers in the U.K,
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Germany, and Canada, as well as development laboratories in
Japan, France, and Australia. In addition, over the past several
years, we invested $100 million in new research laboratories in
Michigan, New Jersey, and Germany.

But research isn't our only escalating cost factor. Take liability
insurance, for example. In 1981, we paid a premium of $3 million
for $200 million of coverage. This year our premium is $10.6 mil-
lion; our coverage is $175 mi:lion, but to make that happen, we had
to self-insure the first $25 n. illion.

The aim of our research effort is to develop unique, patentable
compounds which advance medical therapy and which provide a
return to the corporation and its investors. We have concentrated
on such disease states as atherosclerosis, cardiovascular disease in
general, and cancer. We are pleased to report that several of these
programs, including our 12-year coronary heart disease study in
Finland, promised to help change medical practice.

But that's only part of the story. An important segment of our
research effort is directed towards other life-threatening diseases
affecting smaller portions of our population. Earlier this month,
the lead article in the New England Journal of Medicine reported
that an experimental drug had achieved a 96 percent response rate
among leukemia patients. The drug was Pentostatin, synthesized in
our laboratories in 1964, and over the past 20 years, we have evalu-
ated the compound in a wide range of viral and cancer conditions.
It always showed promise, but not at the level that regulatory or
medical authorities would deem significant. Still we persisted. This
month's report was highly gratifying.

Or take Trimetraxate. This is a compound whose activity against
small-cell lung cancer looks very promising. In the course of our
pharmacology, we discovered that its mechanism could provide ad-
vantages to ratients with pneumocystis. As you may know, this is
the infection that frequently claims the lives of AIDS victims.

This aspect of our AIDS research program is now underway, in
concert with the National Cancer Institute.

Over the past 10 years, Parke-Davis has conducted leading edge
research on learnin disabilities. These range from children s dys-
lexia to Alzheimer's disease in adults. Based on that research
record, we are now part of a team testing an experimental com-
pound against Alzheimer's.

Research also continues on products that are already on the
market, even those off -patent. Meclomen is a good example. This is
an nsaid developed by Parke-Davis in 1967. According to : n FDA
report, it combines effectiveness with one of the best side effect
profiles.

After getting meclomen on the market, however, we didn't stop
our research and regulatory effort behind it. We now have three
supplemental claims before the FDA involving analgesia and vari-
ous menstrual discomforts. And we also have programs at Ann
Arbor aimed at producing injectable, sustained and immediate re-
lease product forms.

Meclomen is not a big productless than $30 million this year
and it does have significant generic competition. Its patent expired
three years ago, but since new dosage forms provide an opportunity

295ii-t.



fc,r better patient compliance and ease of administration, we'll keepat it.
Our ability to develop new dosage forms was part of our ration-

ale in creating our new generic division last year. The Waxman-
Hatch Bill of 1984 has significantly altered the marketti.'ace. Last
year, some 600 ANDA's were approved by the FDA. In concrast, ap-
provals for NCE's, new chemical entities, amounted to 20.

The opportunities for Warner-Lambert are obvious. We have 120
years of pharmaceutical know-how, manufacturing expertise, and
marketing experience. We have the ability to transform older com-
pounds into more elegant dosage forms, including injectable sus-
tained-release and W formulations.

As a 37-year participant ir. the pharmaceutical business, I'm
proud e.' our industry's achievements. Newsweek has called our
products "enchanted substances," which give physicians !heir first
true power to cure. The extension of life since 1950more impor-tantly, its improved qualityis a direct function of our research,
research that provides value that cannot readily be measured.

In that sense, I don't believe it is statistically fair to focus on a 3-
to 5-year period of pricing history, nor do I believe it is fair to focus
on the price of a single product without reviewing an entire line of
hundreds of individual items. If we are going to compare drug
prices with the CPI, let's look at the record since the index was ;;:e-
ated, and let's also look at the validity of using an index that is
heavily influenced by energy and transportation costs.

If you subtract these two elements, I a-vi told that the CPI rose
4.7 percent last year, and that was precisely Parke-Davis's increase
last year. I would also like to point out that the CPI does not meas-
ure advances in products or technology.

However, I'll lease these discussions to the economists and the
more learned among us. I suspect they could validate the billions of
dollars generated by lives saved, surgeries avoided, and hospitaliz
Lions shortened by the intervention of those "enchanted sub-stances."

The fact is that the fruits of pharmaceutical industry research,
operating in a free market, have contributed importantly to every-
one in this room today, and with your help, Mr. Chairman, and
your committee, we'll continue to serve.

Mr. WAXMAN. Thank you, Mr. O'Neill.
Mr. Clark.

STATEMENT OF PAUL N. CLARK
Mr. CLARK. Good morning. My name is Paul Clark, president of

the Pharmaceutical Products Division of Abbott Laboratories.
Mr. Chairman, on February 20, you asked a number of specific

questions about Abbott's sales revenues, marketing and R&D ex-
penditures. As you know, we have submitted confidential responses
to those inquiries, so we will not attempt to comment directly on
those today. However, to give you and the committee a perspective
on Abbott Laboratories and the markets we serve, I would like to
make some general comments.

Abbott is proud to be able to provide patients with a broad line
of high quality, cost effective prescription drugs. U.S. prices for Ab-
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bott's prescription drugs on average have declined over the past 2
years and since 1981, the average price increases for U.S. prescrip-
tion drugs increased only 1 percent per year.

I want to point out, however, that Abbott is much more than a
prescription drug company. Abbott Laboratories is unique in that it
has one of the most diverse lines of health care products in the in-
dustry. This includes diagnostics, hospital products, medical nutri-
tionab as well as prescription drug. In fact, over three quarters of
our annual sales come from health care products other than pre-
scription drugs.

To remain competitive in these multiple markets, we must con-
tinually generate new technologies that not only improve the qual-
ity of patient care but are cost effective to health care providers as
well. This means we must make a substantial commitment to re-
search and development directed at high quality, cost effective
products in a variety of health care categories.

Abbott's total R&D expenditures have increased significantly in
recent years. Last year, Abbott spent $285 million in research and
development, an i 'crease of 18 percent over 1985. During the last 5
years, our R&D investment has grown at an average annual rate of
20 percent, much higher than our comparable increase in sales.

A large portion of Abbott's total R&D expenditure went to devel-
oping new diagnostic tests for hepatitis, cancer and AIDS and other
important disease conditions. This effort has achieved results. For
example, Abbott was the first company to market a test for anti-
bodies for the AIDS virus. We are now marketing more sensitive
and selective antibody tests in the U.S. and Europe.

This year we expest to seek FDA approval for a test that detects
antigens to the AIDS virus. The antigen test is important because
it detects the presence of the AIDS virus in the blood much earlier
than the antibody test and also provides a clear indication of who
is likely to actually contract AIDS.

Abbott has also made a substantial commitment to R&D aimed
at prescription drugs. Our prescription drug R&D expenditures
have increased 128 percent since 1981, a significantly higher rate
than our sales growth. These R&D figures do not include research
done with other companies, joint ventures, nor do they include
other expenses that are normally associated with intensive re-
search efforts.

About 80 percent of Abbott's prescription drug R&D expendi-
tures can be attributed to new chemical entities. This does not in-
clude what we spend on improvements in dosage forms that lead to
better patient compliance and research on already approved prod-
ucts for new treatments.

A recent result from our prescription R&D efforts includes
Hytrin, the first once-a-day prescription drug in the antihyperten-
sive alpha-blocker category, that we expect will receive FDA ap-
proval this year after 12 years of costly R&D efforts.

Also pending approval is TRH, an orphan drug for the sympto-
matic relief of Lou Gehrig's Disease. We are already marketing an-
other orphan drag, Panhematin, for the control of a hereditary
blood disorder that attacks only about 5,000 women annually. Later
this year we expect to file a new drug application for Surfactant
TA, the first drug to treat hyaline membrane disease, a respiratory
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disorder that is the leading cause of death among premature
babies. Each of these products, by the way, is a new chemical
entity.

In summary, Abbott Laboratories is a broad based health care
company that invests heavily in research and development. This
effort has produced a diverse and continuous flow of new health
care technologies ranging from pre,cription drugs that treat cardio-
vascular disease and medical nutritionals that speed patient recov-
ery to devices that monitor critically ill patients and diagnostics
that detect antibodies to the AIDS virus.

Abbott has invested substantial funds for the discovery and de-
velopment of new and better prescription drugs. At the same time,
Abbott's prices on average in the U.S. have increased 1 percent per
year over the last 5 years, far less than the rate of inflation.

This completes my testimony.
Mr. WAXMAN. Thank you very much, Mr. Clark. Mr. Shoff.

STATEMENT OF HARRY SHOFF

Mr. SHOFF. Mr. Chairman, members of the subcommittee, I'm
Harry Shoff, president of Winthrop Pharmaceuticals, the ethical
pharmaceutical division of Sterling Drug. I will summarize my
statement.

I welcome this opportunity to point out that more than 54 per-
cent of Winthrop's sales are in the hospital segment of the market.
In fact, our largest selling product, Omnipaque, a contrast media
agent used in hospital radiology, is not a pharmaceutical product
and is not sold in drug stores.

Winthrop is a research oriented company dedicated to health
care innovation. Pharmaceutical research is both risky and expen-
sive. In 1970 it was estimated that it took 5 to 7 years and cost $3
to $E, million to develop a single marketed product. PMA's figures
suggest that today it will take approximately 7 to 10 years and cost
well over $100 million to develop a marketed product. It also
should be noted that in terms of a company's economics, there are
many more failures than successes.

As a percentage of total prescription sales, our research and de-
velopment expenditures exceed the industig average and have pro-
duced such products as Inrcor for acute congestive heart failure
and Modrastane for the treatment of Cushing's disease. Modras-
tane is a very small market for sure. However, to the 5,000 suffer-
ers of Cushing's, it is very important.

Nearly all of Winthrop's prescription products compete in small
markets. They are niche products for acute care which address the
important medical needs of a small part of the population.

Winthrop's contribution to the future of pharmaceuticals is excit-
ing. Allow me to highlight just a few of our current resew ch.
projects.

We recently submitted an NDA for Corotrope, a new cardim as-
cular agent with vasodilating and inotropic properties for the treat-
ment of a broader segment of the population with congestive heart
failure. We continue to develop new and unique analgesic agents
that will control pain without gastrointestii al side effects and
physical dependence.

298.
t .



294

Most of our .urrent product line are off patent. One such prod-
uct, Danocrine, is used in the treatment of endometriosis, a painful
disorder that can lead tx. infertil.:ty. We treat annually 30,000
women of child bearing age. Surgery is the alternative therapy, a
much more costly option.

We also have funded a major university to develop a non-inva-
sive diagnostic test for endometriosis which is currently diagnosed
by laparoscopy at a cost of $1,500. Our new diagnostic test unit
should be a fraction of this cost.

Mr. Chairman, the daily cost therapy of almost all of our prod-
ucts is substantially less than competing therapies. Further, for the
period 1981 to 1986, Winthrop increased prices for all products an
average of 8.8 percent. Our research and development expenditures
were up 9.2 percent. In fact, Winthrop's R&D expenditures as a
percentage of total U.S. prescription sales greatly exceed the indus-
try average.

As Mr. Mossinghoff has pointed out, exploding costs of insurance
coveragt has affect -4 the price of pharmaceuticals. The availability
of Winthrop's insurance coverage decreased substantially for
events occurring after July 1985. We are essentially self insured for
liability coverage. Millions of dollars of reserve funds have been set
aside for such protection. Capital costs are another factor.

We have underway a multimillion dollar capital improvement
program to modernize our research facilities for drug discoveries.
Winthrop is committed to the discovery and development of new
and superior compounds in areas of important medical needs.

Our products have an important place in their competitive mar-
kets and our decisions reflect our business environment.

Mr. Chairman, thank you for the opportunity to express my
views to the Subcommittee.

[The prepared statement of Mr. Harry Shoff follows:]

STATEMENT OF HARRY SHOFF

Mr. Chairman and members of the subcommittee, my name is Parry rioff. I am
President of Winthrop Pharmaceuticals, the prescription drug division (. Sterling
Drug, Inc. My testimony today is in response to your letter of March 23 requesting
that we appear and address the subject of recent prescription price increases.

Our business is currently focused on cardiolv, radiology, obstetrics/gynecologic
medicine, and nalgesics. Our largest selling product, Omnipaque, a contrast media
agent used in hospital radiology procedures to produce better visualization in X-
rays, is not a pharmaceutical product and is not sold in drugstores. In fact, more
than 54 percent of Winthrop sales are in the hospital segment of the market where
diagnosis related groups and pharmacy and therapeutics committees act as effective
cost control measures.

Winthrop is a research-oriented company dedicated to health care innovation.
Pharmaceutical research is both risky and expensive. In 1970 it was estimated that
it took 5-7 years and cost $3-$5 million to develop a single marketed product.
PMA's fgures suggest that today it takes approximately 7-10 years and costs well
over $100 million to develop a marketed product. It also should be noted that, in
terms of a company's economics, the successful drug must carry the cost of failures,
that is, the compounds for which testing was initiated but abandoned.

As a percentage of total prescription sales, our research and development expendi-
tures exceed the industry average and have produced such products as Inocor for
acute congestive heart failure and Modrastane for the treatment of Cushing's dis-
ease.

Modrastane (trilostane) is currently marketed by Winthrop for the treatment of
Cushing's disease, an illness of hyperfunction of the adrenal glands. Modrastane is
not a well known drug. However, to the 5,000 sufferers of Cushing's, a particularly
debilitating disease characterized by obesity and muscular weakness associated w .th
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Adrenal or pituitary dysfunction, it is very important. A very small market for sure,
but a compound with potential for other indications.

We are conducting clinical studies with Modrastane in the management of meta-static breast cancer in postmenopausal women.
Winthrop's contribution to the future of pharmaceuticals is exciting, if you willallow me to highlight just a few of our current research projects.
We recently submitted an NDA for Corotrope (milrinone), a new cardiovascular

agent with vasodilating/inotropic properties for the treatment of a broader ?.1.-gmentof the population with congestive heart failure. Clinical studies with Corotrope indi-cate a significant improvement in exercise tolerance for the cardiac patient without
increased perceived exertion. We may take for granted something as common aswalking up a flight of stairs but for the cardiac patient, that can be a challenge.We continue our effort to develop new and unique analgesic agents. WIN 48908-6
is one of these compounds that will control pain of mild-to-moderately severe inten-
sity, without gastrointestinal side effects and without the expectation of physical de-
pendence. Studies have been conducted which suggest that this compound may se-lectively inhibit brain prostaglandin synthesis.

One characteristic of nearly all of Winthrop's currently marketed prescriptionproducts is that they compete in small markets. They are "niche" products which
address the important medical needs of a small part of the population, and general-
ly are not indicated for chronic illnesses. Winthrop's products are used for acutecare.

Most of our products are off-patent. For example, Danocrine, an offpatent product
product, is used in the treatment of endometriosis, a little known but painful disor-der that can lead to infertility. The patient population that we treat annually isabout 30,000 women of childbearing age. The alternative therapy available to infer-tile women is invasive laser surgery, a much more costly option requiring hospitali-
zation and attendant lost wages, etc.

Winthrop made a major commitment with the American Endometriosis Associa-tion to disseminate apprepriate information about this disease category to young
women. This commitment took the form of an educational campaign in national
women's magazines to highlight the linkage between infertility and endometriosis.We also have funded a major university to develop a non-invasive diagnostic test
for endometriosis which should dramatically increase correct diagnosis of the dis-
ease. Cu-rently, endometriosis is diagnosed by laparoscopy at a cost of approximate-ly $1500 a procedure. Our new diagnostic test unit should be a fraction of this costand will facilitate routine screening by primary care physicians. In additio.:, we areworking on sustained-release dosage forms for Danocrme which should reduce costs
while providing equal efficacy with fewerside r.dects.

Significantly, the daily cost of therapy of almost all of our products is substantial-ly less than competing therapies. For the period 1981-1986, Winthrop increased
prices for all products an average of 8.8 percent. By contrast, Winthrop's research
and development expenditures during the same penal were up 9.2 percent. As youknow, Winthrop's research and development expenditures as a percentage of totalU.S. prescription sales greatly exceed the industry overage.

The escalating cost of research has been documented as a major fn tar which de-
termines price increases, but there also are other elements to consider.

As Mr. Mossinghoff has pointed out in his statement for the PMA, the spiralingincrease in the cost of insurance coverage is another example of a very real factoraffecting the price of marketed products, including pharmaceuticals. In recentyears, there has been 4 continuing general decline hi the availability of appropriateproduct liability insurance coverage. As a result, Winthrop's insurance coverage de-creased substantially for events occurring after July 1985. Thus, Winthrop is essen-tially self-insured for liability coverage. We had to set aside millions of dollars inreserve funds for such protection.
Capital costs are another factor. We have underway a multi-million dollar capital

improvement program to modernize our research facilities for new drug discovery.
We remain committed to the discovery and development of new and therapeuti-

cally superior compounds to be marketed in areas of important medical need.
Winthrop drugs do have an important place in the markets in which they com-pete and our pricing reflects the business environment in dhich we operate.
Mr. Chairman, thank you for the opportunity to express our views to the subcom-mittee.

Mr. WAXMAN. Thank you, Mr. Shoff.
Mr. Mossinghoff, let me start with you. I want to agree with you

that modern medicines have made a very important contribution to
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our Nation's health and we are holding this hearing precisely be-
cause drugs are essential to millions of Americans, but the medical
importance of drugs does not explain to me why companies have
raised their prices at unprecedented rates.

At our July 1985 hearing and since, you and your member com-
panies have insisted that you have had to raise prices in order to
spend more on research and development. Of course, that holds the
promise for new breakthroughs and we all want to support in-
creased research and development.

As you know, our - imittee conducted a survey to evaluate
this claim. We comps ,ne increases in R&D expenditures with
the increases in revenues due to price increases and quite frankly,
your industry's own data don't support your claim. As you also
know, we surveyed 24 of your largest companies which account for
roughly % of the industry sales.

We found that in 1986, they raised R&D by $400 million but we
further found that they generated over $1 billion from raising
prices, several times what they needed to cover R&D increases.
Moreover, between 1982 and 1986, while R&D expenditures rose by
$1.6 billion, revenue from price increases jumped $4.7 billion.

It's clear to me that based on what your members have furnished
to us that their prices are far in excess of what they need to fund
the increases in research and development.

In view of these figures, how can you insist that research and de-
velopment explains the industry's enormous price increases?

Mr. MOSSINGHOFF. First, Mr. Chairman, let me say that I know
I've never said that all of the money resulting from price increases
went into research and development. Research and development
expenditures is one of the key areas where our companies are in-
vesting more and more, as my charts have indicated. I have not
had a chance to look at your staffs report. For example, I don't
know whether the $4.7 billion is before or after taxes.

Do you know the answer to that? That would make a big differ-
ence. If it is just revenues from sales, obviously the companies have
to pay taxes on those revenues. We are a very high taxed industry
among other industries.

Mr. WAXMAN. On the other hand, we could calculate that we
give R&D tax credits for the research investments that the compa-
nies make. At any point, what you are saying to me is that you
agree with the fact that the increases in prices were in excess of
the R&D costs and your point is R&D costs are only one of the fac-
tors?

Mr. MOSSINGHOFF. But it's a very important factor in the in-
creases in prices, I imagine. Let me say at the outset, Mr. Chair-
man, that one of the things that a trade association must stay far
away from is pricing policies of our members. We don't discuss
prices at PMA. PMA plays no role in the setting of prices.

To fund the enormous increase in research and development,
that is a key factor in the increase in prices. It obviously pays
taxes. It pays for all the other increases including product liability
and the rest.

Mr. WAXMAN. They have to pay taxes. They have to pay for
product liability insurance. They have to pay for all the work done
by their employees. They are, also paying for an increase in promo-
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tional costs that is equivalent to the increases that are now going
into R&D. In fact, you and your members have insisted that recent
jumps in prices should be attributed primarily to the need to
expand R&D but if you look at the figures that have gone into in-
creases over the last 5 years, from 1982 to 1986, your members
spent $12.9 billion on marketing and detailing, while spending
$12.5 billion on R&D. In effect, they have spent more on marketing
and detailing then on R&D.

It seems to me that that ought to be very much on the table, and
we ought to recognize that when consumers are being asked to pay
these ever increasing enormously high prices far in excess of the
increases in any other product or service in this country, that they
are paying certainly for R&D increases, but that's only a small
part of it. They are also paying an equivalent amount and in some
cases even more for the marketing and detailing of these drugs. I
want to go into why that is the case.

Let me ask a question of Mr. Watson. Mr. Watson, you and sev-
eral other witnesses compared statistics in a way that I find ex-
tremely misleading. At two points in your testimony you stressed
that Ciba-Geigy's 1981 to 1986 rate of increase in spending on re-
search and development was higher than its 52 percent increase in
prices, but any comparison of these percentages without knowing
the actual amounts to which the percentages apply is meaningless.
That is, without knowing the actual dollars involved, someone
reading your testimony might conclude that you actually spent
more money to increase R&D than you received from price in-
creases.

In fact, the opposite is true. Isn't it correct that your company
received many more times the amount of money from price in-
creases than it spent to increase R&D during the period of time
you cite?

Mr. WATSON. The simple answer to your question, Mr. Waxman,
is yes. It was certainly not my intention to infer to you that I was
increasing R&D more, putting more dollars in than coming from
price increases. The statistics nevertheless were correct, you look
at the amount of money we invest in 1986 versus 1981, we have
doubled our investment in R&D.

Mr. WAXMAN. It seems to me to be misleading when you imply
that a higher percentage of a smaller amount comes to more than
a smaller increase of a larger amount. That's why we get this mis-
leading notion that R&D is the reason why all these price increases
have taken place when you talk about higher percentage increase
in R&D and a lower percentage in the price of the drug.

In fact, the increase for the cost of the drug more than pays for
the increase in the R&D.

Mr. WATSON. If you would permit, could I address your question?
I think you are asking a very simple question which is not an easy
one to answer, how do we calculate the price increases. You have
to recognize that our total

Mr. WAXMAN. I was asking you specifically whether you in fact
had a higher revenue produced as a result of your increases in
prices as opposed to the amount of dollars you spent on research
and development.

Mr. WATSON. Yes.

3n2
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Mr. WAXMAN. Mr. Whittaker.
Mr. WHITTAKER. Thank you, Mr. Chairman.
I would like to direct my first questions to Mr. Shoff. You men-

tioned, Mr. Shoff, in your testimony, that most of the products you
are manufacturing are off patent. Could you compare the pricing
structure of your products with competing products?

Mr. SHOFF. Quite large on average after our price adjustments
over the last 2 years. Our prices are still relatively competitive
with the leaders in the marketplace. As an example, we have a
product called Placquinil that is used in rheumatoid arthz itis. Plac-
quinil on a treatment day cost is $0.70 to the patient. I found out
just the other day that the least expensive ride I can take on the
D.C. Metro is $0.80, on a comparative basis.

Like Placquinil, most of our products are used in acute care or
severely ill patients and as such, they are very highly sophisticated
and focused on a very small segment of the market.

Mr. WfirrrAKER. Would you comment on your reference on page
4 of your testimony? You mentioned the niche products. Could you
expand on that?

Mr. SHOFF. A niche product is a small segment of the population,
a small number of patients. Here again, let me give you an exam-
ple. Inocor, which is a product that is used in hospitals, it's intrave-
nously used, it is a product used for congestive heart failure, the
end stages. Actually what it does, it gives and modifies the weaning
heart to provide it with a few more days or weeks in order for sur-
gery to be performed. Inocor again competes in a very small nicl
market, few patients, very, very highly sophisticated type of drug.

Mr. WfirrrAKER Thank you. I am going to direct my next ques-
tion to Mr. Mossinghoff.

What are the problems and your awareness with the Canadian
licensing system for pharmaceuticals?

Mr. MOSSINGHOFF. Well, the Canadians have a system now that
was enacted in 1969 in which in effect they take away all the ex-
clusivity that goes with the patent and require compulsory licens-
ing for virtually a nominal amount. It's a 4 percent rate of royalty.
As soon as the compulsory license is issued, someone who doesn't
bear the expense of the research and development, doesn't bear the
expense of marketing, it's an educational effort with the physi-
cians, the people that do not bear that expense are competing with
them and pay only 4 percent to the pioneer.

The Canadiai, i are attempting to change that now. I think they
see their system is not serving them well. It's the only such system
in the world of compulsory licensing for pharmaceuticals and they
are changing it now to provide some exclusivity, 7 years or 10
years, depending on the circumstances, exclusivity to the pioneer
inventor.

We view that change as significant. They .re moving in the right
direction. On the other hand, even with that change, they will still
fall far short of the protection given pharmaceutical patents in all
of the developed countries of the world.

Mr. WHrrrmait. The practical effect of that legislation that
exists on the Canadian side then is what?

Mr. MOSSINGHOFF. The practical effect is it would not in any way
support or be an incentive to research and development. I believe if
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other countries with bigger markets were to ....lopt that, you would
see those charts where the research and development expenditures
are going up. You would see those R&D expenditures turn sharply
down.

Mr. WHITfAKER. Beyond just theory, that is experience. That is
what Canadians are experiencing in practice?

Mr. MOSSINGHOFF. That's rght.
Mr. WIWITAKER. What d:, you see in the nature of the people who

sue pharmaceutical companies? Are they generally people who
have not received the drug or shonld not have received the drug in
the first place or are they people who simply had an idiosyncratic
reaction to the drug?

Mr. MOSSINGHOFF. I would say there are a number of cases of the
latte. where all drugs, if they are going to be effective, will produce
side effects in some small percentage of the population. The physi-
cian who prescribes the drug does in effect a risk/benefit analysis
each time he prescribes a drug. I totally disagree with Mr. Gordon,
the witness before. I think physicians do an extremely wonderful
job in selecting just the right drug for the right patient and need a
wide diversity.

In any event, there are situations where the liability was found,
enormous liability was found in cases where, for example, some-
thing happened, a kidney prcblem occurred. There's one case
where a kidney problem occurred. The company didn't warn
against it but it informed the Food and Drug Administration right
along of all the situations involved in the clinical tests and the
Food and Drug Administration felt that the kidney warning was
inappropriate. That was the basis, the Jack of the warning that the
drug manufacturer did not include on the labeling because the
Food and Drug Administration found it to be inappropriate. That
was the basis for liability in that case.

We can give you any number of cases for the record to respond
to your question, if you wish.

Mr. WiirrrAKER. Thank you, Mr. Mossinghoff. Mr. Chairman,
thank you for the time. I would comment that I believe this is an-
other example of why this Congress needs to address the product
liability problem. It is impacting on pharmaceutical companies. We
have had testimony in this committee, particularly in the area of
orphan drugs, in that our current court system is actually inhibit-
ing products being available to consumers and the costs in some
cases for litigation and insurance are outrageous.

Thank you
Mr. WAxmAN. Thank you, Mr. Whittaker. Mr. Wyden.
Mr. WYDEN. Thank you very much.
Mr. Mossinghoff, if I might, we have worked together on a lot of

legislation, drug diversion and a variety of other things. I want to
work with you on this. To do that, we are going to have to take on
some gut issues with respect to pricing

r.,.ne first issue I want to start with is the generic drug issue. You
heard one of the earlier witnesses from the senior citizens' group
who said the rate of the price increase for the generic drug is no-
where near as high as the rate of price increases for A brand
named drug.

at.04
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It's my understanding that at the last hearing on dr 0; pricing,
held by Chairman Waxman, you said that because you had been at
the PMA fairly recently, that you couldn't take a position on
whether the American public could be assured that generic drugs
were as safe and effective as the brand name drugs.

Given the fact that you have had a longer tenure here, could you
now take a position on this issue. Could you give the American con-
sumer the assurance that these generic drugs, which are going up
in price at a less rapid rate than the brand names, are as effective
and capable as a brand name?

Mr. MOS8INGHOFF. Congressman, we worked very hard ?.t PMA
to produce what we think is a totally documented, totally responsi-
ble statement to the Food and Drug Administration when they
held their hearing, which I believe was back in October, September
29 to October 1, 1986. This was the PMA submission. We would be
pleased to make that available to the committee.

It is our position that generic drugs can and really must be as
safe and effective as the pioneer drug. The Food and Drug Admin.
istration

Mr. WYDEN. But my question was: Are they? I want to know if
PMA is going to give the consumer the assurance that they are as
safe and effective.

Mr. MOSSINGHOFF. We have trouble with the Food and Drug Ad-
ministration's tests for generic drugs in some therapy classes. In
iaany therapies there is a broad rarge of when the drug can be
made effect' ,re. The Food and Drug Administration generally uses
what is caned a 20/20 test, and that is that in a given number, a
couple dozen of healthy males, the plasma concentration of the
drug must be within plus or minus 20 percent of the plasma con-
centration for the pioneer drug.

In some cases, that test, we think is not as sharply defined. It
led, for example, in November to the Epilepsy Institute putting out
a physician's alert saying that some anti-convulsant drugs were not
effective, and it was not so much the switch from a brand name to
a generic. What the Epilepsy Institute's alert had to do with was
switching among generics or from a generic to a brand name.

So I am not in a position, Congressman, to give you that assur-
ance, and we are urging Dr. Young and Mr. Norris to address some
of the issues that we raise in our submission to the Food and Drug
Administration.

Mr. WYDEN. I would hope we could get a clear position from the
PMA on the generic drugs since there is no documented evidence
of therapeutic problems with the generics, and we are going to
hear from Mr. Norris later.

One last question, which deals with the AZT and the fact that it
costs $10,000 for a year's dose. I asked some questions of the Bur-
roughs Welcome Company when they were here before, and I
walked away with the conclusion that they were setting the price
at random. When we tried to get into the specific questions of re-
covery of R&D, my understanding was their R&D costs were some-
thing like $80 million and they were going to make $1 billion in
the first year. They eally didn't seem to have any calculations on
how much Medicaid .night pay.
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The only conclusion I drew was they were not going to explain
how they arrived at these figures. Here we have a situation where
a huge number of Americans are desperate. You are familiar with
the suffering, I am, everyone is. What do you think of this situa-
tion regarding something that is so desperately needed, and the
principal company in the field won't explain how it arrived at the
figures? Do you think that is acceptable in the pricing area?

Mr. MOSSINGHOFF. Congressman, I walk a long way around the
pricing decisions of our companies and their marketing and expla-
nations of pricing. PMA. just doesn't get into that, nor can we get
into that.

Mr. WYDEN. But you think there is nothing wrong and that this
is proprietary and they ought to be able to decide what they are
going to charge. Yet when legislators ask them how they arrived at
the figure, they shouldn't have to explain and they can just set any
price they want?

Mr. MOSSINGHOFF. I really would have to defer to their judgment
of what is proper, Congressman.

Mr. WYDEN. The only other question that I wanted to ask is why
it seems the drug pricing situation doesn't lend itself to a competi-
tive market? It appears that in the past, competition among drugs
that were similar drove prices down; now it seems to drive prices
up. I am in favor of a free market for prescription drugs, but cer-
tainly when I hear evidence like that, it doesn't seem the free
marker works very well.

Mr. MOSSINGHOFF. Congressman, as I point out in both my sum-
mary and my prepared statement, there is really a shrinking
window of time during which the pioneer drug companies can
recoup their research and development, their marketing expense,
their educational expense, and that period is being narrowed, one,
by the fact that the generic competition comes on exactly the day
the patent expires, on the one side, and on the other side, despite
the fine efforts of Commissioner Frank Young and John Norris to
cut back on the time that it takes to approve a drug, the facts are
that those times are increasing. It is almost up to 3 years for new
chemical entities.

So there is a narrowing period of time during which the recoup-
ment of R&D and other expenses can be had. At the time of the
patent term restoration legislation, there was a prediction by a
scholar of the field that the patent tern restoration ANDA legisla-
tion would produce two kinds of drugs, those that are off patent
and cheaper, and those that are on patent, and because of the com-
petition, the prices go up to recoup the investnent made in those
drugs, which is well over $100 million.

Mr. WAXMAN. Thank you, Mr. Wyden.
Mr. Bliley.
Mr. BLILEY. Thank you, Mr. Chairman.
Mr. Chairman, this report that I heard yod mention earlier, have

you got a copy of it that we could have? I haven't seen it, and the
counsel tells me we haven't had one available.

Mr. WAXMAN. It is in your folder, Mr. Bliley.
Mr. BuLEY. Thank you. Thank you very much.
Mr. Watson, some allegations have been made by consumer

groups earlier this morning that research and development is a
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thin disguise for advertising and marketing expenditures. Could
you discuss in greater detail what components of your expenditures
fall under the category of research and development?

Mr. WAracm. Gladly. In our response to the committee, in the
confidential response we classified R&D as all the expenses associ-
ated with the initial discovery, the biology, the chemistry, investi-
gations of new approaches, innovative approaches to disease enti-
ties, mechanistic approaches we use, coming right through our
process of putting it into animals to test the safety and toxicology
of the drugs, and then ultimately when that is proven safe, into
man for the phase one, phase two and phase three trials, and the
submission of the NDA down at the FDA and getting approval.

The total expenses associated with that activity is what we have
described as R&D. I think the inference was that market research
and such type activities were also included. Those were not includ-
ed in our response.

Mr. BLILEY. Thank you, Mr. Watson.
The Congress has affected the prescription drug business in the

last few years with legislation like patent term restoration, the
ANDA bill and the diversion bill this committee recently reported.
Would you give us your comments on what effect these laws might
have on drug prices?

Mr. WATSoN. I think the individual bills have a timing difference
impact on the industry. If one takes the drug competition bill or
the Waxman-Hatch Act of 1984, I think that is a two-act play, if
you will. In the first act there was a significant benefit to the ge-
neric companies who came in and found or were given an easier
process to get an ANDA approval for generic drugs, and the benefit
to the branded side of the industry was a longer patent protection,
longer protection of our innovation when we come to the market.

The second act is still to come. I believe the act is working. I be-
lieve we are seeing the impact on our industry, but we have to wait
a few years yet till we see the benefits of longer protection of our
drugs when we bring them out under the auspices of this act.

In terms of the drug diversion aspects of Mr. Dingell's concerns,
we support his concern. We can support Congress' concern for the
need to eliminate drug diversion. That is absolutely not in our in-
terest as an industry. Once again, it is an additional cost element
which is part of our costing structure within our business.

So regulation and environmental regulation are increasing the
costs that we have to beP.r within our industry.

Mr. BLILEY. Thank yru.
Mr. Mossinghoff, y,Jur fourth chart shows R&D expenditures as a

percent of drug sales increasing from approximately 12 percent in
1980 to their current level of about 15 percent. How do you account
for that?

Mr. MOSSINGHOF. Congressman, when I first came to this job a
little over 2 years ago, I made it a point to get around and meet
the people in the industry. I think it was probably on a plane from
New Jersey late at tight when the thought struck me that the re-
sponse to all of the pressures that I have indicatedgeneric compe-
Ction, the drug approval times at the Food and Drug Administra-
tion, regulation, international patent powersthe response of the
industry so far has been more and better research and develop-
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ment. That is just about a uniform response among the PMA mem-
bers.

I think it was alluded to today that only the very innovative
companies are going to survive in this new environment that we
find ourselves, so at this point I think the competition is driving
each of the companies to increasing their research and develop-
ment expenditure. The net result, obviously, is a pay-off to the
people of the United States and the people of the world who are
going to benefit from those expenditures.

Mr. BLILEY. Thank you.
On Chart 5 you compare something you calin R&D index with

the consumer drug price index. What is the R&D index, and how
did you arrive at it?

Mr. MOSSINGHOFF. The consumer price index was invented by
economists in 1967. They said you are going to take a basketful of
something and you are going to identify that and define that as a
100, and then from there on, if prices go up or down in that mix of
products, you are going to track the index. Of course, for pharma-
ceuticals, the price index now stands at 288. For everything in the
consumer price index, the index stands at 331.

We did that same thing with the research and development. We
said that we will start with the R&D that the industry does in
1967, define that as 100, and we will track in the same way the
index, and we end up at 1008, which is, as I indicated, 3.5 times
what the prices in drug increases have been.

Mr. BLILEY. Thank you.
Thank you, Mr. Chairman.
Mr. WAXMAN. Thank you, Mr. Bliley.
Mr. Coats.
Mr. COATS. Thank you, Mr. Chairman.
Mr. Shoff, I think you gave me some of the figures I was looking

for, and one of them was just confirmed by Mr. Mossinghoff. That
is that the average industry expenditure on R&D is running 15 per-
cent. Is that correct?

Mr. SHOFF. Yes.
Mr. COATS. You also mentioned that the average cost to bring a

drug to market was $100 million. Mr. Mossinghoff, does that square
with the industry-wide figures? That was maybe your average cost.

Mr. SHOFF. Yes, sir, that is what I was using.
Mr. MOSSINGHOFF. Yes, Mr. Coats. We arrive at a number of

about $113 million now. The way we arrived at +hat is we did a
detailed study in 1976 and updated that study igsing the govern-
ment's biomedical research and development deflater. We do have
a study that is just about complete now to update that number, but;
well over $100 million is a number that we can all stand behind as
the average.

Mr. COATS. Do you all stand behind the figure of an average time
to bring a drug to market of 7 to 10 years?

Mr. MOSSINGHOFF. That is the industry average.
Mr. COATS. Earlier when we were talking about marketing, I be-

lieve you wanted to respond to one of the questions raised about
the amount of expenditures in marketing a drug versus the
amount of money going into R&D, and I was curious about what
your answer would be.
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Mr. MOSSINGHOFF. Mr. Coats, the point I was going to make was
that sometimes promotion and advertising is used pejoratively, but
in our industry, with the very skilled sales representatives, that is
really an educational effort which is quite successful and has
proven successful in educating doctors about the newest in therapy,
educating them about the contraindications, the warnings to make
sure that the doctors in their day-to-day practice are aware of new
drug therapy.

Because the window during which the research base companies
can recover their research and development and other expendi-
tures is a narrow one, it is very important to them from an eco-
nomic point of view to educate doctors very quickly on the new
drug therapies. It also is an effort which has immediete payout to
the people of the United States because it is through that that doc-
tors become familiar with the new drugs and are able to treat their
patients with new drugs and they are aware of, as I say, not only
indications and benefits but also they are aware of the warnings
and contraindications.

Mr. COATS. So we are not talking about a 30-second Miller Lite
beer commercial type of marketing. We are not going to turn the
TV on and see one drug company trying to gait. rtt9rket share by
promoting the virtues of its new drug. When you talk about mar-
keting and detailing, we are not talking about TV advertising or
radio advertisingI am talking about prescription drugs nowbill-
boards, the typical type of marketing practice that comes to most
peoples' minds.

Mr. MOSSINGHOFF. We do not market to consumers. We market
only to health care professionals, to the doctors. That is the mar-
keting that we do, and it is detail men, it's brochures, it is educa-
tion for these very able doctors that use our medications.

Mr. COATS. So the considerable amount of money spent on mar-
keting is for that purpose; it is not directed towards the consumer?

Mr. MOSSINGHOFF. That is correct.
Mr. COATS. Those expenditures are not meant to lure the con-

sumer fro zi one brand to another, to lure the consumer into trying
a particular drug. It is not directed to the consumer at all.

Mr. MOSSINGHOFF. That is correct.
Mr. COATS. I wonder if you could put up Chart No. 1, which was

the comparison of drug prices to the consumer price index. Now,
this chart is applicable to the chart that has been on display here
for the whole morning, yet we see a completely different result.
Can someone explain again why those two are different and what
we are looking at here?

Mr. MOSSINGHOFF. What I indicated to the chairman was that
the chart that the committee provided is a rate of change. It is a
percent price change. We haven't looked at the data, but I assume
that it is an accurate reflection of price change.

This chart is the actual dollars that you would spend or index
that you would spend, and if you take that same basketful of phar-
maceuticals in 1967 and give it the index of 100, if you were to buy
that same basketful of pharmaceuticals today, you would pay $288.
If you were to take a basketful of other consumer products, go into
a store and try to buy that today, you wuuld have to spend $331 to
buy that basketful of consumer items, and it does not take into ac-
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count, as was pointed out here, the improvements in technology. It
is a pretty mechanistic indication of what these indices are.

Mr. COATS. I think someone indicated this rapid decrease in the
blue line here in the chart on the right is primarily due to the con-
siderable decrease in energy costs during that period of time. Is
that not correct?

Mr. MOSSINGHOFF. I am not certain that that is correct. I have
read criticisms of the consumer price index system in that it does
weight things in the direction of energy costs and that that is a sig-
nificant part of it. We could provide something for the record, if
you would wish, on that.

Mr. COATS. I wish you would. With the chairman's indulgence,
one final question. The implication left this morning is that drug
pricing should identically track or pretty closely track the con-
sumer price index. Is that a valid basis to determine drug pricing?
What if one of your companies discovered through enormous cost
and effort a cure for AIDS, but that to justify the research and de-
velopment and approval and testing and marketing of the product,
that caused your prices to considerably exceed the consumer price
index? Would we be holding a hearing here saying you can't
market that because your price increase is greater than this con-
sumer price index?

I am not sure that we should be talking about drug pricing as a
mirror image of the consumer price index, either up or down.

Does anybody want to comment on that?
Mr. WYDEN. If the gentleman would yield, I would certainly like

to comment.
Mr. COATS. I would be happy to yield to the gentleman.
Mr. WYDEN. I appreciate my colleague yielding. I think what we

really want to know is what are the factors that go into these
prices? I would be very receptive to what the gentleman is talking
about. If we could find a cure for AIDS and there were some excep-
tional costs involved, I would think we would want to go forward
and permit those costs to be compensated in some fashion. The
problem is we don't know what factors go into the prices, and in
the case of AIDS, what we learned at one of our last hearings is
that the price is set at random. When we tried to figure out the
factors that went into pricing, we found out we were completely in
the dark.

Mr. COATS. If I could reclaim my time in response to the gentle-
man. I think, number one, we have had some of those factors out-
lined to us today, and they obviously involve more than research
and development. They involve product liability and a number of
other things. But second, is that not what we are talking about?
We are talking, in a sense, about exceptional drugs, exceptional
cures that come along, that treat very small populations.

We are talking about research that takes place over a consider-
able period of time to bring a drug to market. We are talking about
research in costs and the time factor, with no guarantee that at the
end of the road, FDA approval will be granted, and that there will
be one sale made of any particular drug. Yet I am sure these gen-
tlemen at this panel could outline hundreds of drugs that are ex-
ceptional drugs, that do bring about that dramatic breakthrough in
treatment, that do bring relief and treatment to maybe a very,
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very small population. I just thin:-. that that incentive to develop
that kind of drug needs to be retained.

Mr. WAXMAN. The gentleman's time has expired The Chair rec-
ognizes himself to pursue some further questions.

Mr. Mossinghoff, certainly we want you to put money into re-
search and development so we can have breakthroughs, new prod-
ucts, new improvements for people, but the price increases are not
just on the new breakthrough drugs, they are on all the drugs that
are on the market. You have already indicated that the increase in
prices is in excess of the amount that is going into R&D. There are
other factors in addition to R&D.

Let's put some figures on the table. Our survey showed that in-
creases in re venues over the period of time from 1982 to 1986 came
to $8.9 billion. The amount of revenue increases that came from
price changes came to $4.7 billion. The increase in R&D expendi-
tures over those years came to $1.6 billion. So we are talking about
increases in prices far in excess of the increases that are going into
research and development; isn't that accurate?

Mr. MOSSINGHOFF. Again, Mr. Chairman, I don't know that
answer to whether that $4.7 billion is before or after taxes. Obvi-
ously, that is the first thing we have to do.

Mr. WAXMAN. Let's say it is before taxes and you take taxes off.
Let's say you had a 30 percent tax rate. And of course, these are
only the increases. The total revenues from prescription drugs
during that period of time were $64.7 billion. But the point I am
trying to make is whatever other factors you want to identify, R&D
costs are but a small part of what the companies are receiving by
virtue of the increases in prices.

Mr. MOSSINGHOFF. It is a part.
Mr. WAXMAN. It is a part.
Mr. MOSSINGHOFF. It is a part. It is certainly not the--
Mr. WAXMAN. Another part is this going into marketing and de-

tailing, and you went through some of the expenses for marketing
and detailing, which do not go to the patients but to the providers
of care. That would include conferences for doctors in the Baha-
mas. It would include flying them down on jets to the Bahamas
conferences, wouldn't it? Isn t that a marketing and detailing cost?
Wouldn't it include all these kinds of campaigns that now we see
taking place where some companies are saying generic drugs are
not safe? Wouldn't that be considered marketing and detailing ex-
penditures as well? And, of course, there are other descriptions as
you have outlined them for the marketing and detailing price in-
creases, but those price increases have been about the same in
terms of dollars that we have seen go into R&D.

What useful social purpose has been served by the millions of
dollars spent by some of your members in disparaging generic
drugs? Is this really a fair cost to ask the elderly consumers on
fixed incomes to pay for life-saving drugs? Let me give you an ex-
ample. You have an elderly person living on $700 a month, and
they have to pay $100 of that for their drugs to keep them alive.
Should they have to pay for a 10 percent increasi per month in
order to pay for the conferences : 1 the Bahamas and the corporate
jets?
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Mr. MOSSINGHOFF. Mr. Chairman, I don't get involved in market-
ing practices of our companies. I don't know about conferences inthe

Mr. WAXMAN. I think I saw you at one. I was there, too.
That is part of the marketing expenses. The real question I want

to ask you is is it fair to the elderly to ask them to pay for these
increased costs, an increase that is as much going to R&D as it is
going to promotion and marketing and detail men?

Mr. MOSSINGHOFF. I think two of the services that the research-
based pharmaceutical industry provides that are different from the
generic sideand of course, as you know from your survey and
have pointed out, the PMA companies do make a lot of the generic
productsbut two of the services performed are, first, research and
development, without which there would be no new drugs, and
second is educating the medical professionals about the benefits,
about the risks, about the labeling that has been approved by the
FDA and what that means.

So I think it is a service the industry can be proud of, this educa-
tional effort directed not at consumers but at the medical profes-
sionals. I think the doctors I have talked to since I have been in
this job would indicate that it is virtually indispensable to them,
the people in the daily practice, to have the sales representatives
inform them, bring them articles from peer reviews about the
drugs, point out what Pie new developments are. So I believe it is a
service that the industry performs.

Mr. %arctic So it is a service and we are paying more for that.
Now, at some point American consumers might start feeling that
they are being asked to pay too large an increase on a product they
need, and they might turn to a compulsory licensing situation
which is in effect in Canada, and we are going to hear more about
it from Professor Eastman.

Under this kind of a system, a pharmaceutical manufacturer
with patents would permit other manufacturers to produce their
drug, but the original manufacturer would have to receive a royal-
ty because it is the holder of the patent.

Now, is there anything in the Canadian system that would pre-
vent an appropriate royalty level to guarantee funding for R&D?
After all, it seems to me the biggest complaint I have heard about
the Canadian system is that you don't feel the royalty level is high
enough, but if the royalty level were high enough in order to guar-
antee new R&D expenditures, why wouldn't that be a reasonable
way to proceed? Given that your members have raised prices so far
in excess of their R&D needs, why wouldn't a very generous licens-
ing system established in this country pay for your R&D while re-
suiting still in substantially reduced prices for American consum-
ers?

Mr. MOSSINGHOFF. Let me say first with respect to compulsory li-
censing, there have been several, a handful, I guess, of suggestions
over the 200 years of the U.S. patent system, and all of those, fortu-
nately, have been rejected by Congress as being not the kind of
system that the U.S. Government should support. We are the flag-
ship patent system of the world, and I think the U.S. position in
the world is in part as a result of that.

I honestly believe-
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Mr. WAXMAN. Well, part of the position of the U.S. today is that
the American consumers are paying ever-increasing prices for the
drugs, and many of these people are paying it out of their own
pockets when they live on fixed incomes, and a lot of them are
saying enough is enough, do something about it. Now, if we want to
do something about it, we have to look at alternatives. If you re-
ceived a sufficient royalty from this compulsory licensing system to
compensate you for the fact that you were the innovator company,
we could get lower prices for the consumers and still get the
amount of money we need and want for R&D increases.

Mr. MOSSINGHOFF. Mr. Chairman, I firmly believe that if the U.S.
were to move to a compulsory licensing provision against one in-
dustry, in this industry it would be the death knell of the research
and development. I think that chart that we are very proud of that
shows an exponential gain in research and development, I think
you would see that nosedive the year after compulsory licensing
would be enacted. I am absolutely convinced of that.

Mr. WAXMAN. I appreciate your comment. The only comment I
could make in response is that if we see ever-increasing prices,
then we might w,311 have to decide as a society that we are not
going to tolerate it. We want R&D increases, so we will have to
specify an increase for R&D. After that we are going to have to
protect the consumers, and one way to protect the consumers is a
system like the compulsory licensing system so that you can get
some kind of benefit from competition, and at the same time you
still reward the innovator. I know we disagree.

My time has exi .red, and I want to recognize Mr. Wyden.
Mr. WYDEN. Thank you, Mr. Chairman.
Mr. Shoff, I was very interested in the last statement that you

made in your testimony because I think it really hammers home
what I think pricing is all about. You say that pricing reflects the
business environment in which we operate, and I think a lot of
people have suggested that that kind of business environment is
one, in effect, such as in the AIDS situation with AZT, where the
consumer is essentially a captive for the industry. The customer
has got to purchase drugs at whatever price the industry charges
or they just suffer and possibly die.

My question to you would be: At what point in the business envi-
ronment, when you are really looking at this issue, how does your
concern for the customer relate to your concern for profit and your
shareholders?

Mr. SHOFF. I believe that our pricing decisions in Winthrop are
not taken lightly. We are concerned with the consumer, our part-
ners in health care. We are also concerned about the need to invest
today in medicines for tomorrow.

Now, as I also had said, Mr. Congressman, that most of our prod-
ucts are sold through hospitals. Second, those products that are
office-based, most of them are off patent at the current time.

I hope that I have answered your question.
Mr. WYDEN. One last question for you, Mr. Mossinghoff, regard-

ing the drug approval process. I share your view that it doesn't
work well and there are a lot of improvements that need to be
made, but drugs can't be approved without cooperation from the in-
dustry. One of the things that we noted in the New York Times
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article was that this hasn't been the case. Again, with Burroughs-
Welcome and AZT, officials at the National Institutes wanted to
test AZT in patients suffering from severe stages of AIDS-related
complex. This was an area where Burroughs had some data. NIH
wanted to be sure of the effects, and the company refused to turn it
over.

My question to you would be: How can we reform the drug ap-
proval process until we can get the kind of cooperation from the
industry we need so we k.ow where we are headed. What can be
accomplished with specific changes in the drug approval process?

Mr. MOSSINGHOFF. Let me say first, Congressman, that we appre-
ciate your interest and your support for the general proposition of
improving that. It is very important, not to PMA as much as it is
to Frank Young, who is doing a fine job of trying to move that
system to be more expeditious.

In terms of cooperation, since I have been at PMA, 2Y2 years, we
have cooperated very aggressively with the people at the Food and
Drug Administration. We have a board-level committee set up only
to cooperate with them to try to improve the flow of information
between our companies and the Food and Drug Administration. We
are hopeful that we are going to begin to see the results of that
effort in the data and the statistics as we look at 1986.

Mr. WYDEN. The point is you can say you are cooperating, but in
instances such as the case of AZT, the companies are not cooperat-
ing. I just don't see how we can say the system is working where in
case after case, such as the generic situation, we see disparaging
comments made by some companies about generics. Or the drug ap-
proval process where all of you want changes and legislators such
as myself agree that there should be changes, but the industry
doesn't cooperate.

I just think there are going to have to be some dramatic changes
on the part of the industry in order to drive the drug prices down.
And to the extent this involves FDA reforms tney must work with
the Congress.

Mr. MOSSINGHOFF. Well, Congressman, I don't know of any drug
company that would not cooperate with the Food and Drug Admin-
istration when the Food and Drug Administration asked it for
more clinical data.

Mr. WYDEN. But here it is in the New York Times. It says specifi-
cally that the Institutes of Health wanted information from Bur-
roughs-Welcome on the question of some of the AIDS effects, and
the company refused to give it. That goes right

Mr. MOSSINGHOFF. I am not in a position, obviously, to comment
on the article or the accuracy of the article, but the NIH is quite
different from the Food and Drug Administration. The Foud and
Drug Administration is the organ that approves drugs; NIH is the
basic research arm of the Federal Government.

Mr. WYDEN. The bottom line is that the company got assistance
from the Federal Government, and the Federal Government is
trying to get basic information so eventually a cure can be devel-
oped, but the company is not cooperating. Until we see the effects
of that cooperation, I don't think there is going to be a lot of sup-
port for changes in the drug approval process. That is why I think
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-save got a lot to do here if we are going to really turn some of
these concerns around.

Mr. WAXMAN. Thank you, Mr. Wyden.
Gentlemen, I want to just raise a few points, and because of the

limits of time, I am going to do them almost rhetorically. On the
issue of liability costs as being a factor for the increases for drugs,
a well-known business research organization, the conference board,
published this year the results of a survey on product liability that
was conducted among 232 major U.S. corporations. According to
this survey, the vast majority, 67 percent of these companies, at-
tributed an insignificant amount, 1 percent or less of their final
prices to the cost of liability insurance. Certainly it is a factor, but
let's don't put it out of proportion. If it is 1 percent or less, that
certainly can't be that much of a factr)r for the increase in prices
for drugs.

Now, on the issue of the cost of developing new drugs, Mr. Mos-
singhoff, you referred to a study that was done in 1976, sometimes
known as the Hanson Study. I find that study seriously flawed in
terms of credibility. Without going back and forth with you on
challenging it, I just want to indicate that we are going to ask the
Office of Technology Assessment to do a study to provide a more
objective picture of drug development costs.

Now, on the issue of patents being long enough to recoup your
costs, I was quite amazed at your statements. We extended the
patent period under the Waxman-Hatch law for up to 5 years, and
that is on top of the period of time. We also did a survey with the
PMA of the drugs that were at FDA and how long it was taking to
get them approved. The results were quite interesting.

The 50 top-selling drugs, those drugs that the companies cared
the most about, averaged 14.9 years of patent time left after FDA
approval. The second 50 top-selling drugs averaged 12.9 years of
patent time left after FDA approval. The 100th selling drug had
sales of less than $10 million a year, so the top 100 drugs include
the most important drugs for the purposes of analyzing patent
term.

They had a long period of time to recoup their R&D costs anC
make a reasonable return, 12.9 to 14.9 years. I just want to point
that out more or less rhetorically because it is hard for me to
accept the argument that the price increases are due to the fact
that the patents aren't long enough. We have given a patent exten-
sion, and it seems to me we ought to be seeing some benefits from
that extended patent period in terms of restraints on costs. That
was one of the arguments the PMA made to us why we needed a
patent extension. Of course, it was one of the arguments the PMA
made to us why you needed an R&D tax credit.

Instead of seeing a drop in prices as a result of longer patents,
tax breaks and other beneficial treatment, we see increases in
prices.

Mr. MOSSINGHOFF. Mr. Chairman, could I comment on that?
Mr. WAXMAN. I am going to ask you a question and then you can

answer. At our last hearing in July of 1985, you described your in-
dustry's large price increases as a short-term development. You
also told us that the reason we'had price increases was to pay for
R&D costs, and it made it seom.at)that time that it was R&D costs

15'



311

almost exclusively. Another industry witness stated at that hearing
that price hikes were self correcting and this is all going to be a
temporary phenomenon and that we were going to see a decrease
in pnces.

Since J'-' 1985 the CPI has risen 23 percent. Retail drug
prices ha 12.2 percent, a rate more than four times the CPI.
Will you ease tell this committee and the American consumers
whet, they can expect some restraints from your industry on price
increases'?

Mr. MOSSINGHOFF. Mr. Chairman, I really don't recall saying any
prediction on my part of pricing. PMA stays so far away from the
pricing policies of our companies that I would not have any basis to
say that, and I don't have any basis now. We really do not involve
ourselves in the pricing policies of our companies.

Mr. WAXMAN. Let me ask the other members of this panel. We
had witnesses, maybe not the witnesses here today, tell us in 1985
that what we were seeing was a short-term increase in prices, cer-
tainly a remarkable increase, but nevertheless one that would not
continue, and instead we have seen a larger jump. When can we
tell the American consumers that those kinds of price increases
will no longer be facing them year after year after year, especially
for those people that are on fixed incomes, and if they get an in-
crease in their fixed incomes, it is based on an increase in Social
Security, which is also based on increases in the CPI.

Does anybody want to tell us when we can expect this situation
to correct itself?

[Pause.]
Mr. WAXMAN. I don't see a lot of eagerness to respond. Mr.

O'Neill?
Mr. O'NEILL. Mr. Chairman, I think that is a very difficult ques-

tion. I don't think it is fair for me to predict when we will have a
decline in the price increases. I can tell you specifically that our
price increases have gone from 8.4 percent as a percent of sales in
1982 to 4.7 percent. We have taken about a 1 percent decline per
year.

I think realistically you have to give the Waxman-Hatch Bill
time to work effectively through the marketplace because a signifi-
cant number of compounds are losing their patentability, and they
are losing anywhere from 35 to 50 percent of their total volume the
first year because of the bill. I think this is going to have an
impact on prices, but I can't really judge by company when this
will occur.

Mr. WAXMAN. So you think somewhere in the future we may see
some improvement.

Well, I just want to point out, Mr. Mossinghoff, from the tran-
script of the hearing that we last had in 1985 you said, "Mr. Chair-
man, but this short-term development should not obscure the fact
that over the years, drug price increases have been substantially
less than the overall rate of inflation."

Mr. MOSSINGHOFF. I was referring to the short term, I think,
during the 1980 to 1985 period, and referring to the long term from
the time the CPI was defined as 100. I think that is the context.

Mr. WAxmAN. I will accept your statement, but let me just say in
summary that what I am hearing from you and the other members
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of this panel is that we are not facing short-term increases in drug
prices of a phenomenal amount, we are facing it as a permanent
part of what the elderly and the sick in this country are going to
have to pay each year. If that is the case, then let me tell you that
we are going to have to look at alternatives because that is going to
be an intolerable situation, and we are going to have to look at
compulsory licensing and at other kinds of restraints.

I would prefer that we not, and we would prefer that the drug
industry look to see how they could restrain price increases, but we
see no self-restraint, and I think the American people have to ask:
if there is not going to be self-restraint by the industry, why aren't
their elected officials doing something to protect them from these
increases?

I thank you very much for being with us, and we are certainly
going to be looking at these issues in more detail with you as we
examine the whole problem facing the health care system.

We have the FDA up next, and they are coming in at 1:30. I
think this would be a good time for us to break and return here at
1:30.

[Whereupon, at 12:12 p.m. the hearing was recessed, to reconvene
at 1:30 p.m. the same day.]

AFTER RECESS

Mr. WAXMAN. The meeting of the subcommittee will come back
to order.

We are pleased now to call forward and recognize Mr. John A.
Norris, Deputy Commissioner, Food and Drug Administration, who
is accompanied by a number of other people from the FDA which
Deputy Commissioner Norris will introduce.

We are pleased to have you with us. Your prepared statement
will be made part of the record in full. We would like to ask you to
summarize that statement in no more than 5 minutes.

STATEMENT OF JOHN A. NORRIS, DEPUTY COMMISSIONER, FOOD
AND DRUG ADMINISTRATION, DEPARTMENT OF HEALTH AND
HUMAN SERVICES, ACCOMPANIED BY JAMES C. MORRISON,
DEPUTY DIRECTOR, OFFICE OF DRUG STANDARDS; AND JEFF
SPRINGER, DEPUTY GENERAL COUNSEL

Mr. NORRIS. Thank you, Mr. Chairman. I will give just a brief
overview.

I am accompanied by Jim Morrison, the Deputy Director of the
Office for Drug Standards, on my left, and Jeff Springer, our
Deputy General Counsel of FDA, on my right.

First, thank you for this opportunity to testify before your com-
mittee. As we all know, the Drug Price Competition and Patent
Term Restoration Act of 1984 made numerous changes to the way
in which we review generic drugs and permit them to come to the
marketplace.

Let me first acknowledge both the pioneer drug companies and
the generic drug companies for the outstanding contribution they
are making to the American public. We need to continue to have
their support if we are going to wage the war on AIDS and other
activities we are involved in right now that are so important to the
American public.
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We would like to address today some of the concerns that have
been raised about the way in which we review generic drugs and
hopefully begin to put to rest some of these concerns, at least for
the time being.

Dr. Hank Meyer testified before you some months ago. He gave
you approximately a 10-month report of the implementation of the
Act, and I am gomg to talk about what has happened in the pest
21 months since that report.

First of all, the fruits of our labor have been productive. We have
produced some 673 ANDA approvals in that time period compared
with some 350 before the Act was enacted, so the productivity has
been about twice what it was before the Act.

We are also convinced that the quality of our reviews has gone
up. The quality of the applications and the data they contain is of a
greater nature. In the past, we only relied on in vitro examina-
tions, and now we have human testing data available.

The attacks on our review process have really been of two princi-
pal types, and I ,7111 just summarize them very, very briefly for
you. They --!-e to a challenge that the generic drugs approved by
the FDA are not bioequivalent to the pioneer drugs, first of all, and
second, that somehow the allegation goes that the generic drugs
that we have been approving cause some type of harm to patients.

Let me address very briefly the first argument, the non-bioequi-
valence argument. We, as you know, have a test at FDA that we
use in approving generic solid oral dosage drugs. It is called the 20/
20 rule, and I can answer some specific questions on it when we get
into questions and answers if you would like. That is a 20 percent
plus or minus confidence limit that we apply, that we use to deter-
mine whether or no drugs are bioequivalent.

The allegation is, and it is a true allegation in the sense that if
one just looked at the mathematics, if Generic Drug A is at the
upper confidence limit and Generic Drug B is at the lower confi-
dence limit, there would be a 40 percent differential between the
two. In actual practice, however, our experience is that there is
only about a 3.5 percent average difference between the various ge-
neric drugs we approve and the pioneer drug to which they are
compared in the test population.

The other argument goes to the way in which we test the generic
drug. We do our testing, as you know, in young, healthy volunteers.
The argument is, and it is a true one, that testing in young volun-
teers is not the same as testing in old, sick patients; that n fact, a
brand name drug or a pioneer drug, when it is tested in a young
volunteer, will react differently when it is tested in a sick, elderly
patient, That is a true statement.

What we have done, though, is we have compared the generic
drueg in the young volunteer population with the pioneer drugs
used in the young volunteer population, and then we have made a
very reasonable assumption, and that is, if they are bioequivalent
in that single populationnamely, the young volunteer popula-
tionthey will also be bioequivalent in the sick, elderly population.

To date, very little evidence has been presented challenging that
approach, and we are open-minded to receiving that information
and taking a look at it, but to date there has been no real success-
ful challenge to that, and we have to look at the ethical issues of
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testing in elderly patients and also the non-availability, really, of
patients who are not on other drugs and other regimens that would
compound the tenting. So we have adopted this approach as the
most reasonable and rational approach.

The other major attack on our generic approach has been that
generic drugs are actually causing harm to patients. The theory
goes something like there are various inert ingredients in the ge-
neric drug or perhaps some types of waste products or what-have-
you in the drug that are actually harming patients. In every oppor-
tunity we have had to review facts about such allegations, we have
either proven that the allegations were false or we have come to
some type of dead end.

The first type of dead end is we could not obtain any more infor-
mation; the other type of dead end is that we found a source of in-
formation, made a request that information be submitted, but, in
fact, the information has not been. Again, we have been open-
minded, we arr open-minded, we will be open-minded on the sub-
ject, and we v ould welcome the submission of data, hard, scientific
data that would prove one way or the other that our systems could
be upgraded, but to date we have received none.

Let me stop there. Let me just summarize by saying that with an
open-minded approach, we welcome submission of data that will
help us to upgrade our systems, but for now we have confidence in
the system and we have confidence that the generic drugs that are
on the marketplace now are both safe and effective.

Thank you.
[The prepared statement of Mr. Norris follows:]

STATZMENT OF JOHN A. NORRIS

Mr. Chairman: I welcome the opportunity to be here today to testify about the
current status of the Food and Drug Administration's (FDA) implementation of the
"Drug Price Competition and Patent Term Restoration Act of 1984."

As you know, this statute has made significant changes in the prescription drug
marketplace and in the way the FDA reviews certain drugs for commercial market-
ing approval. Todey, I would like to bring you up to date on what we at the FDA
have done over the past 31 months to implement these amendments and on the
safety and effectiveness of the generic drugs being approved and marketed under
them.

When FDA last appeared before this subcommittee, represented by Dr. Harry
Meyer, former Director of our Center for Drugs and Biologics, the amendments au-
thorizing abbreviated applications, or "ANDA's," for generic drugs had been en-
acted only 10 months earlier. We had just completed our recruiting effort and we
were gearing up to handle the increased workload of ANDA's precipitated by the
new law.

We are now happy to report that our efforts have borne fruit, and the productivi-
ty and accomplishments of ese generic drug review team, comprised largely of the
Division of Generic Drugs and the Division of Bioequivalence, have surpassed all
our expectations. During the past 12 months, 673 ANDA's have been approved, most
of them for generic versions of post-1962 drugs. By comparison, before enactment of
the 1984 amendments the Generic Drugs Division approved slightly more than half
this number, an average of approximately 350 ANDA's annually.

Not only are we pleased with the quantity of generic drug approvals, but we are
also confident thaw the q6ality of data in applications that have received approval
reflects the current technology in the sciences of biopharmaceutics and drug prod-
uct production. For example, all of the generic versions of the post-1962 drugs in
solid oral dosage form have been tested in human studies to determine bioequiva-
lence with their brand name counterparts, while most pre-1962 generics were ap-
proved on the basis of in vitro or "test tube," data only.
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Criticisms of Generic Thugs and FDA's Processes
Because of the dramatic impact of the new law on the pharmaceutical market-

place, interest in sufficiency of generic drugs in general and in the quality and
equivalence of generic drugs in particular has intensified in the last three years.
While we at FD k do not have any preference for generic drugs over brand-name
drugs, or vice versa, it is difficult nonetheless for us to hear criticisms that question
the safety and effectiveness of generic drugs without feeling concern for what these
criticisms might imply about the scientific validity of the drug review process that
allows them to be legally marketed.

We have regarded such criticism as an opportunity to reexamine our standards
and processes. Over the past 3 years we have devoted considerable effort to public
ezol.mations of our ANDA review procedures uid policies as they now exist and in
reexamining them with a view toward their improvement and adjustment where
good science and sound regulatory practice would be better served. I submit for the
record some examples of documents we have prepared that outline our ANDA
review procedures and policies.

Essentially, the two primary challenges we have heard regarding the safety and
efficacy of generic drugsand to FDA's ability to ensure that generic drugs are
equivalent to the brand name drugs they are copyinginvolve (1) criticisms of our
review criteria for bioequivalence, and (2) claims of actual harm alleged to have oc-
curred to patients as a result of their having taken generic drugs. I would like to
address both briefly.
Bioequivalence

Criticisms of our review criteria of bioequivalence have involved a number of ar-
guments that we have listened to with considerable interest and introspection. After
carefully rev;:ming our answers for each criticism, Commissioner Young and I are
satisfied that our review procedures for generic drugs are scientifically sound.

Stater simply, FDA's review of genenc drugs is based on a longstanding require-
ment that a generic solid oral dosage drug product must be shown to have a rate
and :xtent of absorption that, from a statistical standpoint, does not differ from that
of an innovator's product by more than 20 percent. Moreover, the times that the
two products take to reach their maximum concentrations in the blood stream must
not differ significantly.

This "plus or minus 20 percent rule" is a statistical one that refers to a level of
confidence we must have that the average difference in rate and extent of absorp-
tion between a pioneer and a generic drug will not likely be more than plus or
minus 20 percent among the patients w1-...) will take the generic drug nationwide. In
order to have this confidence, we generally will not permit an average difference
that even approaches this level in t1 human subjects who test the generic irug
before marketing.

Even at its outermost boundary of 20 percent, the variability permitted by our
requirement does not affect therapeutic outcomes. Nonetheless, arguments have
been presented which are critical of the amount of variation that our "plus or
minus 20 percent rule" allegedly allows in the bioavailability of generic drugs. How-
ever, these arguments tend to be hypothetical and refer to situations that have, to
our knowledge, never ra.urren rad that, in our view, are not likely to occur.

For example, one I rgument is that because FDA allows a variation of plus or
minus 20 percent in t1.4 blo 4 levels between the brand name aed the genenc prod-
ucts, generics may differ oy as much as 40 percent from each ott er. In theory, this
is possible. In reality, however, actual differences of that magnitude are rarely even
approached. In studies we have seen, the average variation in blood levels between
pioneer drugs and generic drugs is actually only around 3.5 percent.

To keep things in perspective, a difference of 3.5 percent is ..mall compared to
other variables inherent in drug therapy. For example, the United States Pharma-
corioeia permits brand name and genenc drugs alike to differ in potency from tablet
to tablet by as much as plus ar minus 15 percent.

Moreover, es I have expl....ned, a generic drug would not be approved if the aver-
age variation between it and the brand name produced were plus or minus 20 per-
cent during premarket tests. Average deviations of more than 10 percent between
generic and brand name products have been rare.

Another argument critical of FDA's position that has been expressed about bioe-
quivalence involves the validity of using young, healthy volunteers as subjects for
bioequivalence studies. According to this argument, elderly, sick patients can be ex-
pected to absorb and metabolize the drug differently than do the young, healthy vol-
unteers. Therefore, according to the argument, bioequivalence testing 's not an indi-
cator of how the drug will actually perform in elderly, sick patients.
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It is true that the same drug will perform differently in young, healthy volunteers
as opposed to elderly, sick patients. But we have seen no data to support the hypoth-
esis that two products found by conventional tests in healthy patients to be bioequi-
uaknt actually produce different clinical results in patients. Moreover, there are
ethical and practical reasons for testing in healthy volunteers. I'm sure we would all
agree that it is preferable to subject healthy people, rather than already weakened
or disabled patients, to the blood sampling and other discomforts of bioequivalence
testing. Further, elderly and sick patients are usually on several medications simul-
taneously, confounding the analytical process and increasing variability of results.
Therefore, we continue to believe that it is more appropriate to determine bioequi-
valence based upon testing in young and healthy volunteers than in patients.

Time concerns prevent me from reviewing every bioequivalence argument we
have heard in recent years. But it is worth mentioning that Commissioner Young
and I conducted a three day public hearing on bioequivalence last fall in an effort to
air all of the issues related to this subject and to provide all interested parties an
opportunity to comment to us. The hearing drew over 50 speakers and an audience
of more than 800 scientists, lawyers, drug manufacturers, and other interested
people from this country and from abroad. The published transcript is over 750
pages. We are still analyzing the transcript and the comments submitted to a public
docket we created for that purpose. A Task Group appointed by Commissioner
Young will report to him in the near future with its report.

That report will address material submitted to FDA after the hearing concluded
as well as during the several days that it ran. Our first impression, however, was
that data were lacking to support the criticisms that we heard. By the end of the
hearing, Commissioner Young found the lack of data sufficiently noteworthy to com-
ment on it publicly (and I quote):

". . . as a scientist, I was surprised with the lack of data presented. I would have
expected much more. . . . I find sophomoric the concept: 'Well, it's out there but we
don't know.' That doesn't cut any ice. I think you really have to approach it with a
scientific analysis indicating how you develop a hypothesis and test it. . . . the lack
of serious experimental data presented here was a surprise to me."

A.?. I said, however, some material was submitted after the hearing ended. We are
presently reviewing that material with an open mind and are committed to remain-
ing open-minded should something new on this argument or on any of the other ar-
guments come to our attention that is supported by credible data.
Claims of Harm

The second broad area of criticism involves claims that approved generic drugs
have caused actual harm. For each claim of this type that has come to our atten-
tion, we have made every effort to learn the details of the claim and to analyze
their significance. Typically, these claims have been made at symposia, or similar
events, or through the m, dia, but only rarely have they been reported directly to
FDA.

In virtually every case where we have been able to learn the details, we have
found that the initial reports were in substantial error in some way or another. In
the remaining cases, we have asked the source of the allegations to provide us with
details, and in no case have we received a response.

At our bioequivalence hearing, for example, practicing physicians spoke of their
patients who suffered serious adverse effects from generic drugs. They promised to
give us details so that we could investigate. They did not do so at the time, and
when we sent. them letters again asking for more facts, they did not respond. We
still have yet to see a documented, verified case of a therapeutic failure caused by a
bioequivalent generic product that has been approved by FDA and evaluated by us
as therapeutically equivalent.
Conclusion

Mr. Chairman, we continue to believe that our review process for generic products
is valid and that generics evaluated by FDA as therapeutically equivalent may be
safely substituted for brand name drugs.

This concludes my formal statement. I will be happy to answer any questions you
may have.

Mr. WAXMAN. Thank you for your testimony.
You feel confident that a drug that is approved by FDA, whether

it is a brand name drug or a generic drug, is safe and effective, and
you say that if you heard allegations that that could be proved to
the contrary, that FDA would change its position.
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Mr. NORRIS. Absolutely.
Mr. WAXMAN. I am assuming that your position has been taken

even though you have received a lot of allegations from some of
these brand name companies that the generics are not as good as
their drugs. Isn't that true?

Mr. No Rms. I would have to say that most of the allegations
have come more indirectly than that. They have come through the
media, they ha:. come through symposia, they have come on occa-
sion directly, but most often indirectly to us. As part of our ongoing
effort to ensure the safety and effectiveness of the drugs being
made available to the American public, we keep an open eye to
what is being said about the processes we have.

I might just read to you a quote that Dr. Young made at the end
of our 3 days of hearings that we had on the bioequivalence ques-
tion at which we had 50 expert speakers and some 800 people in
attendance. At the end of those 3 days of oral testimony, Dr. Young
found that the lack of data was sufficiently noteworthy to comment
on it.

He stated as follows: "As a scientist, I was surprised with the
lack of data presented. I would have expected much more. I find
sophomoric the concept, well, it's out recrteedbut we don't know.
That doesn't cut any ice. I think you really have to approach it
with a scientific analysis indicating how you develop a hypothesis
and test it. The lack of serious experimental data presented here
was a surprise to me."

Now, let me say that that was at the end of the oral testimony.
We have an open mind still because there was written testimony
submitted after the hearing which we are still evaluating, and we
are expecting a report from our committee by the end of the
summer. I will expect that a copy of the report come directly to
you, Mr. Chairman, and to the other members of your committee.

We will retain an open mind as long as we are still analyzing the
information, but to date, at least in the oral side of the hearing,
there was no convincing evidence that would suggest that we
should modify greatly the procedures we are using cumntly.

Mr. WAXMAN. Let me direct to you a simple, short question. You
have already answered it in your testimony but I want you to tell
us whether Americans should have any greater concerns about the
safety or effectiveness of generic drugs than they do with brand
name drugs.

Mr. NORRIS. There is no evidence at this point in time in our
hands tkiat we have analyzed that would suggest that you should
have any greater concern about generic drugs than about pioneer
drugs. Both of them are subject to the same type of rigorous review
by the Food and Drug Administration, and both, at least at this
point in time, we believe are safe and effective.

Mr. WAXMAN. The PMA this morning referenced an Epilepsy In-
stitute report of problems with a generic drug. Have you locked
into that case? Are you familiar with it?

Mr. NORRIS. I haven't, but Tim Morrison from my staff has, I be-
lieve. Tim, would you care to comment on that?

Mr. MORRISON. Yes. This is, I think, typical of a lot of these kinds
of allegations that are made. In it, a physician at the Cornell Medi-
cal School was cited as the source of quotes, Dr. Howard Peterson. I
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wrote to him last November asking him to provide us with full de-
tails. So far, we have not received a response, and this is typical, I
think, of numerous such anecdotal types of allegations that, when
asked for hard data to back them up or even just patient records,
those are not forthcoming.

Mr. WAXMAN. So you know of nothing substantive to this claim
that was made this morning that maybe there is a generic drug
dealing with epilepsy that may be a problem?

Mr. MORRISON. That is correct.
Mr. WAXMAN. We have also heard from some folks that not only

should generics generally not be substituted for brand name drugs,
but generics also shouldn't be permitted to be substituted for other
generics. Is there any validity to that kind of a claim? Has FDA
any data to indicate that the substitution of one generic for an-
other presents a problem?

Mr. NORRIS. We are open, again, to receiving hard data and sci-
entific evidence that would suggest a better course for us to follow,
but to date we have no data that would suggest that the confidr
limits we have set, plus or minus 20 percent, and the experience we
have had that the average variability of generic drugs is 3.5 per-
cent from the pioneer standard. Se that if we took the worst case
analysis there, it would be actually a 7 percent swing. The outlier
to one end would be 3.5 percent above the pioneer, and the outlier
at the other end would be 3.5 percent below.

If you compare this to other variability in the regimen that phy-
sicians provide their patients, this is not a major consideration.

Mr. WAXMAN. Does a brand name drug vary that much in terms
of bioequivalence from the original brand name drug that was ap-
proved initially?

Mr. NORRIS. Both within lots of brand name products and be-
tween lots of brand name products, there is some variability. I
think that it does swing at least the same 3.5 percent, and again,
the same confidence limits would be applied in reviewing of the ap-
propriateness of those lots.

Mr. WAXMAN. This is the way I have always thought of the issue,
and let me ask you or Mr. Springer or Mr. Morrison to confirm it.
A brand name pioneer drug is approved by FDA as safe and effec-
tive. Then other drugs are produced to be bioequivalent to that
drug which is originally approved as safe and effective. The bioe-
quivalency test for other batches of the brand name drug is the
same bioequivalency test to which you would subject a generic
copy, when the patent is off and you are allowed to approve it.

Isn't the exact same bioequivalency test used for a generic drug
as for a later batch of a brand name drug?

Mr. NORRIS. Yes, aid is correct.
Mr. WAXMAN. So if the public is buying a brand name drug, they

have to assume that you are looking at your test to see if it is bioe-
quivalani to the original brand name drug that went through the
same approval process as a generic drug.

Mr. Nomus. Yes, so far, at least. Again I want to emphasize we
remain open-minded on this.

Mr. WAXMAN. I hope you would be open-minded on all drugs if
there is any question on any of them, brand name or generic. If
you have any data about it, hard data, we expect you not to ap-
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prove these drugs, but if you do approve these drugs, the American
public is assuming that under the law, you are establishing that
the drug is safe and effective and permitting it to be sold either as
a brand name or a generic drug on that basis.

Mr. NORRIS. Yes, that is correct.
Mr. WAXMAN. Let me ask you something else. We have heard

some suggestion that PTA has had difficulties in getting education-
al messages about the safety of generic drugs ptiblished in some
medical journals, especially those where the publications receive
enormous revenues from brand name manufacturers. Can you tell
us whether FDA has had a problem in getting coverage with re-
spect to your position on the safety of generic drugs, and if so, will
you please indicate for the record the names of the publications in-
volved?

Mr. NORRIS. I am not personally aware we have had any such
difficulty. I think I ought to state for the record that there have
been instances where we have felt really that parties on both sides
of the issue were playing a little bit of hard ball. Let me be clear
on that. On occasion there have been representatives of the pioneer
field that have been playing hard ball, and representatives on occa-
sion from the generic field that have been playing some hard ball.

What we have tried to do, particularly through our hearings, is
bring light to the subject. This confusion that has existed for a
period of time is not good for anyone.

Mr. WAXMAN. I agree with you.
Mr. ?Toasts. It is not good for the pioneer companies, it is not

good for the generic companies.
Mr. WAXMAN. In getting your information out to the public, and

certainly the public we want to reach are the medical people, do
you know of instanceb . -here you have had trouble getting straight
information out because there is a bias by the publication that re-
ceives a lot of advertising from either a generic company, on the
one hand, or a brand name company, on the other? Maybe Mr.
Springer or Mr. Morrison would have more direct information.

Mr. NORRIS. I know of no instance. I can tell you this, that we
have had quite a bit of success in getting the word out. Our bioe
quivalence hearings were one tool. The various press interviews
that Dr. Young and I have had over the many months since then
have been very helpful in getting that word out.

Jim, do you want to comment if you know of one?
Mr. WAXMAN. Mr. Morrison or Mr. Springer, do you know of any

instances of this?
Mr. MORRISON. I would not. I would agree with Mr. Norris that

we have, I think, been pretty successful at getting the message out,
both directly and indirectly, by such things as reprints of articles
that we have had in certain things like the National Association of
Boards of Pharmacy Newsletter, which have been reprinted widely.

Mr. WAXMAN. What you are saying is different than what I am
asking. I am happy to hear that you have success in getting the
message out. My question to you is, in getting that message out,
have you found some avenues of publications that could further
carry this m. ssage that have been closed to that information be-
cause they have advertising revenues from the brand name compa-
nies car the generic companies?
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Mr. Springer, do you know of any instances of this?
Mr. SPRINGER. I know of none.
Mr. WAXMAN. Mr. Morrison, do you know of any?
Mr. MORRISON. No, I have had no experience. I know of none

either.
Mr. WAXMAN. Now, a number of brand name manufacturers con-

tinue to promote blatantly deceptive and unfair anti-generic mes-
sages. Can you tell us whether you have seen any evidences of this
and whether they are successful?

Mr. Norma. I don't have specifics in mind, but again, I can state
my earlier comment that there have been occasions when both pio-
neering drug rhetoric and generic drug rhetoric was excessive, and
that was one of the primary motivating forces for Dr. Young and 1
tc conduct 3 days of hearings. As you probably recall, Dr. Young
was quite ill during that period and, in fact, had a very bad episode
at one of the hearings days. It was something that we needed to do,
though, because of the rhetoric that was out there, both sides.
What we wanted to do was bring light to the subject.

Mr. WAXMAN. Now, if you see any misadvertising or misrepre-
sentation by any drug company about the FDA activities in approv-
ing drugs, do you have sufficient statutory authority to clamp down
on those kinds of misrepresentations through advertising?

Mr. NORRIS. Why don't I have Jeff answer that from a legal per-
spective.

Mr. SPRINGER. As we mentioned before, the Agency has brought
tc bear pressure on both sides of the issue here through our various
campaigns, through the hearings and other means. We have been
able to get the message out. We believe, therefore, that under the
current authority, we can solve that problem.

Mr. WAXMAN. The point that we are talking about, is that it is
one thing for a company to say our drug is better or brand name
pioneer drugs are better than generics or generics are better than
the brand name drugs. That is the sort of thing you see in competi-
tion all the time. But if someone said "my competitor's drug just
doesn't really work," is that of a different kind of degree than
mere cwinpetitive statements that would be permitted?

Mr. NORRIS. Let me restate your question to see if I hear it cor-
rectly. Not that my drug is better, but the otl.er drug either doesn't
work at all or, in fact, may be harmful to you if you take it, that it
may have inert ingredients or other kinds of waste products that
would be harmful to you.

Mr. WAXMAN. Right.
Mr. NORRIS. I personally have not seen that kind of ad out there.

I do know in the instances where I have seen things or Jim and his
wople have seen things, we have issued a cease and desist order. I
believeand Jim, yo. can comment on this furtherthat 100 per-
cent of the time the cease and desist orders have been compliedwith.

Mr. WAXMAN. You have the authority to issue a cease and desist
order should there be advertising of that kind of level of misrepre-
sentation?

Mr. MORRISON. It is equivalent to a cease and desist order. It is a
letter that goes out to the firms, and the firms have bee, respon-
sive to those kinds of letters. I think that the majority of the kinds

3`)54,



321

of statements that you are alluding to are made in forums that are
not within the purview of drug advertising but are in the public
arena that no agency has control over.

Mr. WAXMAN. I thank you very much for your testimony. We ap-
preciate what you have had to say to us and your en rorcement of
the law.

For our last witncks, I would like to call forward Professor H.C.
Eastman, Department of Economics, University of Toronto.

Dr. Eastman, I want to thank you very much for being here. I
know you have traveled a long distance, and it's not the most con-
venient thing to do, to come to Washington, but we very much ap-
preciate it. We wanted to hear from you as an education for us
about what the system is like in Canada, and as we look at alterna-
tives, what some of these alternatives are like in practice.

So we are pleased to have you with us. Your prepared statement
will be in the record, and we'd like to ask you to summarize that
statement as you see fit.

STATEMENT OF H.C. EASTMAN, DEPARTMENT OF ECONOMICS,
UNIVERSITY OF TORONTO

Mr. EASTMAN. Thank you very much, Mr. Chairman. It is a
pleasure to come to talk to you about Canadian experience with
compulsory licensing.

As I guess everybody knows, compulsory licensing of pharmaceu-
tical patents simply means that under the present Patent Act in
Canada, any person can go to the Commissioner of Patents and ask
him to issue a license for a pharmaceutical product, even when the
patent-holder will not willingly give that.

The origin of the policy is to be found in 1919 and United King-
dom legislation, partly introduced, I believe, because the British
authorities found during the First World War that there were no
significant British firms in the pharmaceutical industry, and they
wanted to weaken the pharmaceutical patents somewhat to provide
an entry for British firms.

The legislation was widely copied in British countries, including
in Canada, which introduced compulsory licensing in 1923,but that
was compulsory licensing to manufacture.

As you know, the patent resides in the active ingredient, which
is in most cases a chemical, and the economies of scale, at least rel-
ative to the Canadian market, are suchespecially were such
that it wasn't feasible for firms to obtain a license which was condi-
tional on manufacturing in Canada. So nothing much happened.

The next stage was the inquiries in the United States and in
Canada in the late 1950's and early 1360's, all of which, at least in
Canada, came to the conclusion that prices of pharmaceutical prod-
ucts in Canada were excessively high. It was thought at the time
that prices were higher than in the United States, but, in fact, I
don't believe on further investigation that that was the case. Cana-
dian prices of brand products, patented brand products, have been
pretty consistently 82 to 85 percent of U.S. prices when there is no
generic competition.

Nevertheless, that was the opinion, and all three of these inquir-
ies proposed weakening patent protection in order to lower prices
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by having more generic competition, and that was t'one in 1969
when the legislation was amended to permit the importation of
active ingredients.

As a consequence of that, generic firms have grown. There are
four major firms, of which two are extremely vigorous and have ob-
tained compulsory licenses for the major sellers and especially the
major selling drugs that are relatively easy to manufacture. These
firmsof course, I'm characterizing them in a rather sweeping
way, but the general procedure is that they purchase the active in-
gredient overseas in countries with weak patent protection, such
aswell, Italy, Israel, Hungary, Singapore, mainland China, a
number of such countriesimport the chemical and manufacture
the fmal dosage form in Canada.

The result of that is or was in 1983 that the price of those drugs
that faced generic competition of this sort, the multi-source drugs,
were much cheaper than they would otherwise have been, and
roughly speaking, if one takes as the price that would otherwise
have obtained, 85 percent of U.S. prices, you find that the average
price of multi-source drugs is about 50 percent of that, and that is
divided between the patent-holder and the licensee, with the
patent-holder's price being about twice that of the licensee. In
other words, the effect on the prices of these drugs has been quite
dramatic.

The total effect on the cost of drugs was estimated for 1983 to be
a saving for the purchasers of drugs who areabout 55 percent in-
dividuals, who pay either directly, although there are not many of
those, or through insurance premiums, private insurance schemes,
and the Provincial Governments, who pay most of the drug costs
for people over 65 and for people on welfare assistance of one sort
or another. So the total saving for these taxpayers and consumers
was about $200 million out of a total cost of drugs of $1.6 billion. So
it was about an eighth of the bill that otherwise would have been
paid.

Now the question then arises, well, this is a substantial sum.
What has the effect been on the firms that retain patents, that
hold patents?

And here if we look at the aggregate dimensions of the i Idustry,
one cannot note any correlation between the compulsory licensing
and the rate of growth of the industry or the profitability of the
industry. That is not to say that some firms have not been severely
adversely affected; they have. But the market in general has grown
very significantly because of the aging of the population and the
role of provinces in funding the drug bill of the elderly, so that we
have this vast paradoxical result that the overall profitability of
the industry appears not to have suffered, even though we know
there was a significant impact from compulsory licensing.

So perhaps I should stop there, Mr. Chairman, and answer any
questions you may have.

Mr. WAXMAN. Thank you very much, Dr. Eastman.
[The prepared statement of Mr. Eastman follows:]
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STATEMENT OF H.C. EASTMAN

WIDESPREAD MEASURES TO CONTROL DRUG PRICES

Most governments have institute( cies to affect the price of pharmaceutical
products. Examples include profit controls in the United Kingdom, restricted lists of
drugs with costs reimbursed by governments under their health plans in most Euro-
pean countries and the compulsory licensing of pharmaceutical patents in Canada.

WHY PHARMACEUTICAL PRODUCTS RECEIVE SPECIAL TREATMENT

The particular characteristics of the pharmaceutical industry explain government
concerns that prices maybe excessive.

The quantity of drugs demanded is especially insensitive to price, because each
patented prescription drug is a monopoly. The drug is prescribed by a physician who
is often unaware or little concerned with drug costs. The consumer, for his part, in
most cases does not pay for the drug himself, considers the drug essential to his
health and lacks the knowledge to find a cheaper product with similar therapeutic
effect when that is possible. As a consequence, high prices relative to the cost of
manufacture can be set and, if the drug is a big seller, a lot of money is made.

The possibility of high prices and profits encourage firms to spend heavily on pro-
motion and on research and development. On a world wide basis, the promotion to
sales ratio is about 20 percent and the R and D to sales ratio is less than 10 percent.

The R and D leads to new drugs that reduce mortality and morbidity, but also to
imitative drugs that do not constitute therapeutic advances, though they are costly
to devtlop and to market.

Promotional activity provides information to physicians and pharmacists, but also
encourages costly and sometimes excessive use of drugs.

CANADIAN PATENT POLICY FOR PHARMACEUTICAL PRODUCTS

In the 1960's, three major inquiries in Canada concluded that pharmaceutical
prices were too high. The Kefauver hearings in the United States were reaching
similar conclusions at about the same time.

All three studies recommended that the objective of lowering drug prices in
Canada be addressed by modifying the Patent Act. This was done in 1969 by extend-
ing compulsory licensing to import patented pharmaceutical products. Licensees can
import the active chemical ingredients and sell medicines in Canada in competition
with patentees. Because of the wording of the Patent Act, the Commissioner of Pat-
ents has set royalty rates of 4 percent of the licensee's prices when gi anting compul-
sory licenses, which leads to very low prices.

THE EFFECT OF COMPULSORY LICENSING OF PHARMACEUTICAL PRODUCTS

Compulsory licensees have naturally chosen to sell generic equivalents of the
major selling drugs. This has reduced the prices of these multi-source drugs signifi-
cantly and achieved saving.; for consumers and governme-gs that I estimated at
over $200 million out of total sales of $1.6 billion in 1983. The effect of generic com-
petition on the price of a few drugs is illustrated in the table appended, which
shows the U.S. price of the patented drug, the patentee's Canadian price and the
compulsory licensee's price in Canada.

VIEWS ON COMPULSORY LICENSING OF PHARMACEUTICALS IN CANADA

The policy has aroused considerable criticism from the patent holding sector of
the pharmaceutical industry and of the governments of countries in which those
firms are owned. Some firms have been seriously hurt by generic competition,
though the industry as a whole remains very profitable. On the other hand, con-
sumer interests, provincial _governments (which pay 45 percent of the drug bill) and
those who think standard patent protection is excessive are in favor.

Some Canadians also believe that the compulsory licensing policy has discouraged
R and D spending in pharmaceuticals in Canada. Others simply think it improper to
give pharmaceutical products weaker patent protection than is extended to other
products.

My own view is that standard patent terms are not a law of nature, but that pat-
ents are an instrument of industrial policy that should be finely tuned to reach par-
ticular objectives when that is possible. To be more specific: in the case of pharma-
ceuticals, I believe that standard 17 year protection from the date of patent grant
gives rise to excessive prices and costs unless offset by some other steps I also think
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that unrestrained compulsory licensing at existing royalty rates would, if employedin all countries, probably elicit too little research. The continuation of the presentregime in Canada might result in Canadians not bearing a sufficient share of worldwide R and D costs.

FUTURE CANADIAN POLICY

The Government of Canada is now proposing to amend the compulsory licensingprovisions of the Patent Act so that .4censes will not be issued on a drug's firstpatent until the drug has been on the market for 10 years. A Board is also to beestablished with the power to revoke this 10 year exemption from compulsory li-censees when it judges the price of a patentee's drug to be excessive.
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TABLE 2

EST CDN CDN.CENERIC CDN. BRAND

SINGLE PRICES AS % PRICES AS % OUR
PRODUCT GENERICS-(1) BRANDS-(1) BRANDS-(2) SOURCE SINGLE SOURCE SINGLE SOURCE PRICES

CEPHALEXZIN 250mg 13.67 20 11 83 74 71 18 1 28

500mb 26 92 43.52 164.57 139.88 19 31

CIMETIDINE 200mg 6 3 27.54 50.87 43 24 15 64

300mg 7 5 23.47 53.25 45 26 17 52

400mg 1'_, 81 36.26 61.0 51 85 29 70

METOPROLOL 50mg 9.7 13 4 28 77 24 45 40 55

100mg I/ 8 24.2 48.17 61 45 43 58

NAPROXEN 250mg 13 0 30.0 55 2 46 92 28 64

375mg 17 8 39.89 70.38 59.82 30 67

500mg 25 8 69 96 86.94 73 9 35 95

CIILORAZEPATE 3 75mg 5 0 13.76 35 67 30 32 16 45

7 5 mg 11 0 17.87 44.37 37 71 29 47

15 mg 18.80 32.09 65 9 56.02 34 47

SALBUTAMOL 2 mg 5.28 7.50 19 63 16.69 32 45
mg 8 80 13.95 29.31 24.91 35 56

1( mg 36.88 59.85 82.88 70 45 52 85

20 mg 63.64 100.33 138 88 118.05 54 8S

(1) From Ontario Drug Benefit Formulary Dec. 1, 1986.

(2) From U.S. wholesales' rchase price list dated 01/01/87
based on largest package size, and using exchange rate of 1.38.

(3) Costs estimated based on CDN prices as 85% of U S pries (Eastmau)
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Mr. WAXMAN. First of all, I do want to point out to my col-
leagues for the record that you were the Chairman of the Commis-
sion on the Repo:.; of Inquiry on the Pharmaceutical Industry in
Canada in 1985.

Mr. EASTMAN. You are very well informed.
Mr. WAXMAN. Yes. And I was impressed by your statement in

the prepared views where you say: "My own view is that standard
patent terms are not a law of nature, but that patents are an in-
strument of industrial policy that should be finely tuned to reach
particular objectives when that's possible. And to be more specific,
in the case of pharmaceuticals, I believe that standard 17-year pro-
tection from the date of patent grant gives rise to excessive prices
and costs, unless offset by some other steps."

Now the pharmaceutical industry in this countrymaybe else-
where as welldislikes the idea of Canada's compulsory licensing
system, because they believe it does not provide them with a suffi-
cient return in order to fund research and development.

Without passing judgment on whether Canada's system does that
now, let me ask you whether there is anything inherent in compul-
sory licensing that would prevent an adequate return for R&D?

Mr. Elks TmAx. Well, I think it's probably true that opinion in
Canada shares the view that the present policy would benefit from
modification, and the reasonleaving aside the general view and
returning to mineI think that the generic part of the industry is
becoming extremely efficient, as well as having considerable re-
sources, and the possibility then arises that generic competition
would become so widespread as to very significantly erode the abrii-
ty of firms to cover their costs.

My own view is that some of those costs might be reduced to the
benefit of social efficiency, and that, I mighi say, is a view that is
shared by governments elsewhere. As you know, many govern-
ments limit the ratio of sales that can be spent on promotion costs.
It's not only myself who feels that the information that doctors get
from the promotional activities of patentees does not require quite
as much expenditures as are actually made on them. For instance,
the United Kingdom limits the expenditures, or did, to 9 percent,
and it's about 20 percent in Canada.

So my feeling is that costs could go down. Nevertheless, the ad-
vantage that a compulsory licensee with very low royalty rates as
exist in Canada is such as to make the traditional way of doing
things quite difficult, if the licensing were widespread. And as a
consequence of that, I had suggested that the problem could be ad-
dressed by raising the royalty rate. The royalty rate could then re-
imburse the patentee who has done the research for his efforts
from theby adding to the costs of the licensee.

Mr. WAXMAN. Let's step back a minute and look at it from a so-
cietal point of view. Society wants to encourage research and devel-
opment, innovation, production of new therapeutic agents. We
want a pharmaceutical industry that is going to be as innovative as
possible. It's to society's benefit to have that. And that's the whole
idea of the patent law that we have in this country, that we're
going to give incentives through protecting the innovator.

If we allowed immediate competition for a product that was inno-
vated and developed, then there's not a lot of incentive to develop
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it, because you could just wait around and wait for somebody else
to develop it. So we want to reward those people who develop some-
thing new.

On the other hand, if you have that as the permanent fixture,
that they have a patent forever, it gives them an ability to have a
monopoly. And whenever you have a monopoly, it's inconsistent
with the free market, competitive system that produces benefits to
consumers through choices. And because there are choices, if
there's competition based on the price of the product, the price
tends to be stabilized.

So you try to balance off these two things, and the way that we
have balanced it off in this country is we give the patent for a
period of time, and we say, "You have a monopoly dur:ng that
period of time, but when that time is over, we want competition."
So then we allow generic drugs to compete.

Another way of providing that balance is to say, "If you're the
innovator, you have the patent, but that doesn't keep others from
producing the drug. It means that if they do produce the drug, you
are to be rewarded, because you are the patent-holder." If you are
rewarding the atent-holder and still allowing competition in the
sale of the product, you are obviously reducing the value to the
patent-holder, compared to what we have in this country.

If you do that, do we run the risk of driving the industry out of
the area of trying to be innovative and creative and produce more
breakthroughs?

Mr. EASTMAN. Well, it's hard to judge how an industryhow
members of an industry would respond to a major change in the
way in which their intellectual property is handled. But in princi-
ple, there should be nothere should be an equivalence in terms of
the return to the inventor as to getting his income from the royalty
on a product manufactured from others or from having a monopoly
right of his own which excludes competition, and hence he gets a
return from the higher price that can be set in the absence of such
competition.

My personal view is that compulsory licensing, as a general
system, not simply for this industry, is a valid one. It's especially
relevant to this industry, beceiese its on3 which is particularly vul-
nerable to generic manufact- T. Duplicating an inveation is easy,
once it's been made, corny -any other industries.

Mr. WAXMAN. Well, I ;Ding back to your statement,
"Standard patent terms at, law of nature; this is a decision
by society and society's rea.c... £tatives have to decide what is in
the h st interests of the public, both for innovation and for consum-
ers."

Now the people who purchase drugs or need drugs in Canada
don't generally purchase them themselves. They usually have a
health care system that purchases the drugs. Isn't that the case?

Mr. EASTMAN. Yes. About 45 percent of the population has its
drugs paid, to a very substantial extent, by provincial governments.
I guess another 45 percent is covered by some kind of insurance. A
few of the plans, of these private plans, are so-called generic plans
where the insurer requires the product that is bought to be generic.
And then 10 percent of the population buy their own drugs without
that kind of protection.
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I might say that the sale of generic products is also encouraged
by the provinces, and each province is a little different, but at least
Ontario and Qrebec and some other provinces will only reimburse
at the lowest price. So whichever drug is dispensed by the pharm
cist, the price is normally that of the generic manufacturer.

Mr. WAXMAN. That's a function of the health care system in
Canada. But one of the functions of the health care system in the
United States is that the consumers who need the drugs must pay
for them out of their own pockets, for the most part. Overwhelm-
ingly, they are not reimbursed by Government-funded insurance
programs or private insurance programs for most of the pharma-
ceuticals that are purchased. And it seems to me that that is an
argument for those looking at the present situation for drug pric-
ing in this country to say, maybe there's a greater need to change
the balance that the society must try to accomplish between giving
the incentives for innovation, but yet not pricing people out of the
:?)ility to buy those drugs they need to surviveor if not pricing
them out, putting such a tremendous burden on them.

Yell know, what we really have is a shift of wealth from people
who are the least able to bear these costs to an industry that shows
the highest return on its investments. So you have a shift, a com-
pletely regressive shift, from people on the lower income side to
corporations In the higher income side. We are elected to look at
what the public interest should be in this country and might have
to ask whether it makes sense to have that kind of shift of wealth
for a basic, essential ingredient such as pharmaceuticals.

From the point of view of the Canadian system and your recom-
mendations for changes in the Canadian system, you would achieve
that balance through a different way than the way we try to
achieve it here.

Mr. EASTMAN. Yes. I wouii. not venture an opinion about the
U.S. system, since I don't really know the cor...:;tions in the United
States sufficiently well, but those were my recommendations for
Canada. As is often the fate with a commission, they were not ac-
cepted in substantial part, and what the Govern-lent is now posing
is to keep compulsory licensing, but in a modified form, by protect-
ing the patent for a longer time. For most patents, it would be for
10 years after the clearance for marketing of that drug.

Now that will only be for the first patent on the chemical, so
that any subsequent patents taken on the same medicine will still
be subject to compulsory licensing.

Mr. WAXMAN. They're looking at a proposal to move more in the
direction of the United States' system; is that

Mr. EASTMAN. I beg your pardon?
Mr. WAXMAN. In Canada, they are lookir,; at a proposal to m ,ve

more in the direction of the United States' system.
Mr. EASTMAN. Yes, that's the case. At least to extend the patent

protection. But it has these two wrinkles. One is that it's only on
the first patent. The second is that the. period of exclusivity, which
is superimposed on the patent of 17 years, is calculated based on
the moment when the drug is put on the market. So that if you
had in the 10 years in addition to the lapse of time from the patent
grant to the clearance for marketing, which might be another 6 or
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7 years, the total term will be only slightly shorter on the whole
than the first patent.

Mr. WAXMAN. Is your government looking at this change in
order to encourage more innovative pharmaceutical research-based
development in Canada?

Mr. EASTMAN. That is the bar :gin that the Minister has an-
nounced, that in discussions with the Pharmaceutical Manufactur-
ers Association of Canada, the Association has promised theI
guess a quid pro quo, that the R&D sales ratio would go to 8
percent in 4 years and 10 percent in 10 years, which would be a
very substantial increase over the historicAl level in Canada since
1969.

Mr. WAXMAN. So in Canada they're looking at a bargain where
every 10 cents out of a dollar will go to R&D under this new pro-
posal?

Mr. EASTMAN. For every 10 cents on sales, yes, which is approxi-
mately the worldwide R&D ratio for the ma: firms in Canada,
now operating in Canada, or at least was in 19S,..

Mr. WAXMAN. And consumers will pay a dollar more in Canada
to get 10 cents more for R&D?

Mr. EASTMAN. No. No, no. I don't think it will work that way.
It's very difficult to calculate, and I have not been in a position to
do so, to estimate what the additional cost of drugs may be in
future from this new policy.

The principal reason for that is that it applies only to new drugs,
and we don't know what they are, and hence it's very difficult to
estimate. But I would be very surprised that the cost change would
exceed the R&D change in dollar terms.

Mr. WAXMAN. Well, Canaan and the United States are very dif-
ferent countries, although we have much in common. And as it re-
spects this kind of balancing that we both are trying to achieve, in
some ways, as you look at it from different perspectives, .-9u might
say the grass looks greener on the other side of the fence.

But when I hear about the fact that consumers can benefit from
lower prices, and still there can be innovation for development of
new drugs, that strikes me as an attractive rlternative to one
where there is a monopoly, and the consumers are faced with such
a large bill.

I wouldn'. want to endorse such a system, because I'm not sure
of all of the ramifications for this country, although I think this is
something that we haw to think about because there is a balance
to be achie led, and when things are out of balance, then what we
have is a system that is unfair, either to the goal of innovation or
unfair to the objective of allowing consumers to buy drugs they
need.

I appreciate your being with us to give us some kind of insight
into a system that we haven't really loo::ed at that carefully in this
country, but perhaps we will have to look at with greater care to
see if that may be one of "ie alternatives to get us out of the very
difficult situation we are i. ,oday.
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Thank you very much.
Mr. EASTMAN. It was a pleasure to come.
Mr. WAXMAN. That concludes our hearing today. We thank all

those who participated in it, and we stand adjourned.
[Whereupon, at 2:28 p.m., the hearing was adjourned, subject to

the call of the Chair.]
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MEDICAL DEVICES AND DRUG ISSUES
FDA's Implementation of Medical Device

Amendments of 1976

MONDAY, MAY 4, 1987

HOUSE OF REPRESENTATIVES,
COMM' TEE ON ENERGY AND COMMERCE,

SUBCOMMITTEE ON HEALTH AND THE ENVIRONMENT,
Washingt.rn, DC.

The subcommittee met, pursuant to notice, at 10 a.m., the Hon.
Henry A. Waxman (chairman) presiding.

Mr. WAXMAN. The meeting of the subcommittee will come to
order.

At the outset I would like to mention for the record that Mr. Si-
korski has informed us that although he has a strong interest in
this hearing and would have appeared if he possibly could, he has a
long-standing commitment that conflicts with this hearing and pre-
vents him from being here. We regret his absence and look forward
to working with him on medical device issues in the future. [See p.
391.]

Also for the record, the two major trade associations whose mem-
bers sell medical devices, the Health Industry Manufacturers Asso-
ciation, HIMA, and the National Electrical Manufacturers Associa-
tion, NEMA, have indicated that they do not wish to present testi-
mony today.

Most ..mericans know that the Food and Drug Administration
regulates drugs. Because of FDA, most of us believe that the pre-
scription drugs we use are as safe and effective as can reasonably
be expected. Many people don't know it, but FDA also regulates
medical devir products that can be anything from bedpans to x
rays to pacemakers. FDA's authority over devices makes perfect
sense. Like prescription drugs, medical devices are very special
products and require special scrutiny for safety and effectiveness.

For example, any medical devices are implanted into the body,
and they carry out lifesaving functions and often remain more or
less permanently.

However, unlike prescription drugs, most medical devices today
manage to escape effective regulation. As we will see in this morn-
ing's hearing, only a handful of devices that Congress has directed
FDA to approve for safety and effectiveness have actually been so
approved.

What does this mean for those of us who must be treated with
medical devices? Well, it means that we have to ask some troubling
questions.

(331)

33G
Pf i



332

For example, what happens when a medical device is inside your
body and turns out to be defective? Frankly, the answer is not en-
couraging. A defective medical device presents unique problems. As
difficult as it may be to identify and recall defective consumer
products, such as an automobile or a child's toy, it is far more com-
plicated to deal with potentially dangerous artificial joints or pace-
makers or heart valves. Dangerously defective implants have to be
removed and replaced.

Unfortunately, this can mean major surgery with all of its at-
tendant risks and suffering. Even devices that are not implanted
can present enormous hazards.

In my own family I have seen the unfortunate life-threatening
consequences of problems associated with medical devices. That ex-
perience is a vivid and continuing one, one that !,as ce .ainly
heighteneu my sensitivity regarding today's he ring.

Clearly the best approach is to have a system that provides rea-
sonable assurances that medical devices are both safe and effective
before they become a routine part of medical practice. There is a
law that is intended to provide such assurance. That law is the
Medical Device Amendments of 1976. It was in order to give
FDA authority over devices similar to that wCircilt has over drugs.

Under the law, high risk devices require approv al by the FDA
before they can be sold. Other devices that present serious but
lower risks require performance standards promulgated by the
FDA. I'll other devices must conform to FDA's general controls,
such as its good manufacturing practices.

Although the law seems fine in theory, in practice it has never
worked. Unfortunately, a loophole in the law has allowed most
medical devices to escape effective regulation. Under the loophole,
manufacturers simply claim that their new devices are substantial-
ly equivalent to old devices, those tilt ' were on the market before
1976. Most manufacturers resort to this approach variously de-
scribed as the 510(k) process, premarket notification, or substantial
equivalence.

On this point I direct your attention to charts set up in this
room, also included in the memo we sent to the subcommittee's
members.

As you can see, we used the term "premarket notification" in the
charts. We could just as easily have said substantial equivalence or
510(k). Well over 98 percent of the new devices that enter the
market teach year do so by claiming substantial equivalence, rather
than gumg through premarket safety and effectiveness reviews.

Under the substantial equivalence approach, devices that come
onto the market 50 years from now will have to demonstrate only
that they are as safe and effective as devices on the market before
1976.

Even today, technological improvements have rendered obsolete
many medical devices that were on the market 10 years ago when
this law was pa. ticl. Yet new devices claiming substantial equiva-
lence need not incorporate these improvements. They need only be
as safe and effective as devices on the market over a decade ago.

What this means is that Americans continue to serve as guinea
pigs for new medical devices; and what's worse, once a device in
the market proves itself defective, there's no guarantee that FDA
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will even learn about the problems, let alone get the devices off the
market.

As we will hear, the system to report defects is itself defective.
One of the major arenas for medical device use and injuries is hos-
pitals. Yet hospitals don't have to, and therefore don't, report medi-
cal device hazards to FDA.

Moreover, FDA's recall powers are extremely narrow under cur-
rent law and don't permit the agency to take quick action unless
manufacturers cooperate.

Unfortunately, not all manufacturers do cooperate.
In closing, let me state that I think the problems are clear. What

we need are solutions. Last year we suggested some legislative
changes that we thought would help reduce the problems. We con-
tinue to refine this legislation. To do this properly, we must have
the cooperation of consumers, manufacturers and the FDA. And if
it takes more hearings like this to ensure that cooperation, then we
will hold more hearings.

Today we will hear from a number of witnesses who have had
troubling personal experiences with medical devices. We believe
that their stories will help illustrate the points we have made this
morning. But before calling on those first witnesses, I want to rec-
ognize the very distinguished Chairman of the full Energy and
Commerce Committee, and also the Chairman of the Subcommittee
on Oversight and Investigations, which has played an active role in
looking at the medical device problem, Mr. Dingell.

Mr. DINGELL. Mr. Chairman, I thank you. I commend you for
holding these hearings. I believe they are very important. I am
here primarily in my capacity as Chairman of the Subcommittee
on Oversight and Investigations.

As you know, Mr. Chairman, for the past several years the sub-
committee has conducted numerous hearings and investigations re-
lating to problems with specific medical devices and with the Food
and Drug Administration's implementation of existing medical
statutes.

Mr. Chairman, your hearings this morning are a testament to
the manner in which oversight and legislative processes are intend-
ed to work. Under the Rules of the House, it is the responsibility of
the Oversight and Investigations Subcommittee to review and
study the application and administration, executon and effective-
ness of laws within the jurisdiction of this committee, and to deter-
mine those laws and programs which should be continued, cur-
tailed or eliminated, and to report on a need for new or additional
legislation.

In this matter, Mr. Chairman, your subcommittee is carrying out
its responsibilities in a very appropriate fashion this morning, and
I commend you and the subcommittee for the work you are doing,
and I want to express my particular appreciation for the way in
which our staffs have worked together on this particular matter.

Some brief studies of the way the Subcommittee on Oversight
has worked for the past few years, I believe, would be useful to the
record.

In 1982, the subcommittee conducted its first hearings regarding
implementations of the 1976 Medical Device Amendments. The tes-
timony was received from the Commissioner of Food and Drug and
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from outside public interest groups. Those hearings examined
FDA's activities with regard to a number of medical devices, in-
cluding contact lenses, tampons, and something known as a volu-
metric pimp cassette.

In May of 1983, the subcommittee issued a report entitled "Medi-
cal Device Regulation: The FDA's Neglected Child." The inescap-
able conclusion of the subcommittee in that report was that FDA's
performance in the implementation of medical device amendments
is a picture of bureaucratic neglect for public health and safety
that is indeed sho&ing to the conscience.

Indeed, at that point FDA barely had begun to implement the
provisions of the law which had been enacted more than 6 years
previously. Some of the specific findings of the committee con-
tained in that report include the following:

One, through negligence or by intention, the FDA has failed to
implement the major provisions of the Medical Device Amend-
ments of the Food, Drug and Cosmetic Act.

Two, FDA is relying almost exclusively on general controls to
regulate devices when it previousiy determined that such general
controls were inadequate.

Three, as a consequence, FDA is unable to assure the American
public that many medical devices currently on the market and
relied upcii to treat disease and sustain life are safe and effective.

Four, by failing to restrict devices to address problems caused
through their misuse by inappropriately trained persons or poorly
equipped facilities, FDA. has failed to deal with the most frequent
source of device-related injuries.

Five, FDA seriously compromised the credibility of its law en-
forcement deterrence when, having found clear violations of law, it
failed to recommend meaningful prosecution promptly and vigor-
ously.

The subcommittee's report also contains a number of legislative
recommendations to address these problems. The subcommittee
hearings conducted in March of 1984 focused on failed pacemaker
leads and on FDA's faulty administration of the law that contribut-
ed to these problems.

The subcommittee hearings were conducted, examining anesthe-
sia machine failures in September of 1984 and, once again, FDA
was faulted for its failure to properly and promptly implement the
provisions of the 1976 laws.

One might ask, is there anything positive that can be said about
FDA's implementation of the 1976 medical device amendments? In
my assessment, the answer to chat is clearly yes. After 6 years of
total neglect for this legislation, I believe that FDA has begun to
demonstrate good faith attempts to implement major provisions of
this 1976 law. They have yet to be totally successful, for a number
of reasons.

One reason is that to implement the letter of the 1976 law would
entail enormous undertakings in terms of time, money and person-
nel, which parenthetically are not currently available to that
agency because of budgetary constrictions and because of the ac-
tions of OMB.

Thy second reason why FDA h--- yet to fully implement the pro-
visions of the law is their genuine belief that some of the provi-
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sions are more rigorous than necessary to ensure safe and effective
medical devices. That may be correct, and FDA might be right in
some regards. I believe that we are here this morning because most
of us concluded that this law is not perfect in every particular.

Mr. Chairman, our constitutional form of government, the Rules
of the House, the oaths of office taken Vs: all of us, allow for limited
options with regard to discharge of the responsibilities. Very fully,
our oversight responsibilities require the cull and faithful execution
of laws. If it is determined that there are deficiencies in existing
laws, our responsibility then is to amend those laws. There exists
no option which provides for an agency to determine the adequacy
of existing laws and then to vary the implementation of those laws
according to the whim of the agency.

There is one message that I would like to leave very clearly with
the subcommittee this morning. We will either amend this law or
we will ensure its proper implementation. Congress, and particular-
ly any subcommittee or committee which I chair, will not tolerate
de facto amendment or repeal of any law by any executive agency.
That is a function of the Constitution which requires that the Con-
gress take such action, and that is a function and responsibility
which this Congress will carry out, and it will not be carried out by
executive or administrative fiat.

All of us are to be assured that the Oversight Subcommittee will
continue a full degree of interest and activity Le ensure FDA's
proper execution of the law. The Oversight and Investigations Sub-
committee reported what we believed to be a number of inadequa-
cies with the existing law. You are familiar At)ith the work of the
subcommittee, and I greatly appreciate again, Mr. Chairman, the
way in which our staffs have worked together and the cooperation
that you and I have shared as we have looked into matters relative
to Food and Drug law.

I would observe, Mr. Chairman, I am not committed for or
against any legislative proposal. I believe that your subcommittee
can deal with this matter with full competence and full adequacy. I
am open to any particulars that may be developed by your subcom-
mittee, and I am anxious to observe the record that you will devel-
op as you begin the hearings this morning.

I reiterate, Mr. Chairman, I commend you for initiating the proc-
ess, and I will look forward to working with you to ensure that any
amendments to this legislation that you would bring forward will
receive the most careful and full consideration in the Full Commit,
tee. I am satisfied that they will protect the health and safety of
the American public, and I commend you for your labors this
morning.

Thank you, Mr. Chairman.
Mr. WAXMAN. Thank you very much, Mr. Dingell. I want to com-

mend you on an excellent statement. Without objection, I'd like to
add to the record the memorandum for members of the subcommit-
tee.

[Testimony resumes on p. 348.)
[The memorandum referred to follows:]
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U S HOUSE OF REPRESENTATIVES
COMMITTEE ON ENERGY AND COMMERCE

SUBCOMMITTEE ON HEALTH AND THE ENVIRONMENT

-,seAreu.AN HOUSE °MCI EAKOiNG

WASHINGTON DC 20515
..04110111:%-ith

To: Members of the Subcommittee on Health and the Environment
From: Henry A. Waxman, Chairman

Re: Medical Device Hearing, May 4, 1987

On Monday, May 4, 1987, the Subcommittee on Health and the
Environment will hold an oversight hearing on the implementation by theFood and Drug Administration (FDA) of its authority over medicaldevices.

Like prescription drugs, medical devices are highly specialized
consumer products. In many cases, medical devices are surgically
inserted into the body and are intended to remain there permanently.
As difficult as it may be to identify and recall an automobile orchildren's toy, it is far more complicated to deal with a potentiallydefective or dangerous artificial 3oint or pacemaker or heart valvethat has been implanted into someone. Clearly, the best solution is tohave a system that provides reasonable assurance that the devices areboth safe and effective.

There is a law that is intended to provide such assurance. Thatlaw, the Medical Device Amendments of 1976, is complex In order toplace the issues in perspective, this memo describes relevant sectionsof the law and provides sane background information on FDA'sIplementation of it.
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The 1,1lM

Before 1976, FDA had limited authority to take action against
unsafe or ineffective medlcal devices. Although the agency could seize
devices or enjoin their .a'e after their introduction into commerce, it
could not, with extremely :imited exceptions, take action against
devices before they entered the marketplace. This narrow authority
over devices stood in sharp contrast to FDA's broad premarket authority
over drugs.

Recognizing that FDA's authority over medical devices was
inadequate, and acknowledging the number of deaths and serious injuries
identified with medical devices, such as the Dalkon Shield, Congress in
1976 amended the Food, Drug and Cosmetic Act to expand FDA's powers
dramatically. Under the 1976 device amendments, Congress directed the
agency to establish a three-tiered regulatory scheme:

-- Class III devices require premarket approval. Before these
devices can be sold, manufacturers must submit specific
documentation to FDA demonstrating that the devices are safe and
effective;

-- Class jj devices require performance standards. Before they can
be sold, these devices must comply with safety and effectiveness
standards promulgated by FDA;

-- Class j devices, although requiring neither premarket approval nor
performance standards, must conform to FDA's general controls,
such as its Good Manufacturing Practices (GAP).

Congress did not 'grandfather" devices in the 1976 law. Rather,
the law requires FDA to regulate all devices -- whether marketed before
or after 1976.

In addition, the law provides FDA with explicit 'recall' authorityfor medical devices. Under appropriate circumstances, the agency can
seek the remedies of repair, replacement or refund. This recall
authority is similar to that of other health and safety agencies in
some respects. In one respect, however, FDA's recall authority with
regard to medical devices differs substantially. Under the device
ameneinents, FDA must not only prove that a product is dangerous, it
must also denonstrate that at the t:Ne the device was designed and
manufactured, it failed to meet the state of the art as it existed at
the time of its design and manufacture.'
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OVersidnt Hearings

In May, 1983, the Subcommittee on Oversight and Investicaticns
issued a report on FDA's implementation of the medical device
amendments. The report, titled 'vedical Device Regulation: The FDA's
Neglected Child,' found that, notwithstandirg the clear mandate of the
law, FDA had yet to regulate a single preamendment device (i.e., a
device on the market before passage of the 1976 law $ through premarket
approval- Similarly, the report found that the agency had yet to
promulgate a single performance standard for any device preamendment
or postamendment.

Instead, according to the report, the FDA devoted the bulk of its
regulatory efforts to two categories of 4evices. The first is the
so-called 'transitional' devices, i.e., hose devices that FDA, prior
to 1976, had convinced a court to treat as drugs and Oereby to require
premarket approval. The second is Class III devices introduced into
the market after 1976.

FDA's approach meant that all devices on the market prior to the
1976 law (so- called 'preamendment devices') could remain on the market
even where the agency had found that they were potentially dangerous
enough to require either premarket approval or performance standards in
order to ensure their safety and effectiveness.

Moreover, the report concluded that by allowing all =amendment
devices to avoid the full degree of regulation mandated by Congress,
FDA opened a loophoae for most Post-1976 Class III and Class II devices
to escape regulation as well. Under the loophole, mandfacturers of
post-1976 devices can simply claim that their devices are
'substanti equivalent" to pre -1976 devices and enter the market
without h to go through premarket approval or meet performance
standards. _.,ese post-1976 devices can be sold until FDA regulates the
pre -1976 dices to which they claim 'substantial equivalence.'

The fxpansion ol 'Substantial Fqdivalence'

Section 510(k of the medics: device amendments requires
manufactrrers who propose to introduce new devices into interstate
commerce to notify FDA prior to dcirg so. All such devices are
considered to be Class III devices -- and therefore are barred from
sale without premarket approval -- dnless they meet certzin eAceptions.
As noted above, the largest excetticn is when a new de%ice is
"substzrtially equiva:ent" to a pre-:976 device for wicl FDA has not
yet req..ired prererket approval cr fcr which the agenc: has not yet
promulgated a performance standard.
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This exceptirn has virtually consumed the rule. As noted above,
until regulated by the FDA, any jug-1976 device an all post-1976
devices substantially equivalent to the pre -1976 device may be sold to
the pLblic without restriction. Given that FDA has not regulated ary
pre-:976 devices, most manufacturers resort to this approach, variously
described as the 510(k) process, 'premarket notification," or
"substantial equivalence.' As demonstrated in Chart One in this
memorandum, well over 98 percent of the new devices that enter the
market each year do so through premarket notifications claiming
substantial equivalence rather than through premarket approvals.

These large numbers have been made possible not ..nly by section
510(k), but also by FDA's extremely broad reading of the section. As
interpreted by FDA, section 510(k) permits post-1976 dev,-es that have
the same intended use as a pre-1976 device to enter tLe rket so long
as they are as safe and effective the pre-1976 device.

Under FDA's approach, devices that come onto the market fifty
years after passage of the law will only have to demonstrate that they
are as safe and effective as devices on the market before 1976. Even
today, more than ten years after the law was passed, major
technological improvements have occurred with many medical devices.
Yet, under FDA's 510(k) approach, new devices need not incorporate
these Improvements; they need only be as safe and effective as similar
devices on the market before 1976.

The most Important implication of this broad application of the
510(k) process is that the vast majority of medical devices now
entering the market are only minimally scrutinized for safety and
effectiveness.

FDA's approach led the Oversight Subcommittee to state in 1983,

... by defaulting in its obligation to establish safeguards
for clzsses II and III devices, the agency has forced itself
to rely heavily upon the 510(k) process as a weak surrogate
mechanism to provide some modicum of assurance of the safety
and efficacy of devices that, contrary to congressional
:ntert, are subject only to general controls.
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The Curren' Situation

Very little has changed sirce the 1983 Oversight Subcommittee
report. As 1111.strated in the attached charts, no premarket approvals
for pre-1976 devices have been completed, no performance standards have
been promulgated and most new devices still reach the market through
section 510(k) premarket notification.

As also illustrated by the charts, the number of reports of
potentially defective medical devices and of device recalls has
increased substantially in recent years. In part, this reflects the
promulgation by FDA of mandatory reporting requirements at the end of
1984. Whether there are other reasons for the increases in hazard
reports and recalls will be explored at the May 4 hearing. Whatever
the reasons for the increases, it seems clear that Congress should be
concerned about whether the public is being adequately protected under
the current system.

/Iplanatioa Qf Charta

Chart One: This chart illustrates tnat less than 2 percent of the new
devices that come onto the market actually do so as a result of
premarket approval (or as a result of complying with safety standards).
Rather, most devices simply rely on premarket notifications, i.e.,
*substantial equivalence determinations pursuant to section 510(k) of
the law. In these cases -- constituting 98 percent of the new devices
entering the market -- FDA parmits the devices to be sold to the publ
without approving them for safety and effectiveness.

Shall 21e4: This chart illustrates that most of the new products
entering the market fall within Class III or Class II. Although FDA is
congressionally mandated to regulate these devices with premarket
approval and performance standards, in fact -- as illustrated in the
charts in this memorandum -- FDA has failed to do so.

Chart Three: This chart illustrates that roughly 3 to 7 times as many
Class III deices get onto the market each year through premarket
notifications (i.e., "substantial equivalence" determ.nations pursuant
to section 510(k) of the law) as do through premarket approvals by FDA.
As stated above, premarket notifications permit devices onto the market
without FDA approval for safety and effectiveness.

Shari Four: This chart illustrates that FDA has not completed a single
premarket approval proceeding for a Class III device that was on the
merYet befo,e passage of the medical device amendr.nts. The roughly
140 pre-1976 Class III categories contain aFproximatel, 1,000 separate
medical devices produced by device manufacturers,

Chats Serf: This ona:t Illustrates that FCA has not ccrpleted a slrgle
performance standard for any of the devices classified by the agency as
requiring performance standards in order to be considered safe and
effective, The rougnly 1,100 Class II categories contain tens of
thousands of separate medical devices produced by device manufacturers.

Chart Six: This chart sets forth the nunter of reports received by the
FDA identifying medical devices that may hal,e caused or contributed to
a death or serious injury. The chart shows the number of reports
received under the DEN system, which is voluntary, and the MDR system,
which is mandatory. Before FDA promulgated the MDR rule, many
manufacturers argued that a voluntary system adequately reported
potential hazards associated with medical devic s. FDA rejected that
argument. The number of reports to FDA under the mandatory system have
run at a rate almost six tines the best rate of the voluntary system.

Chart agvga, This chart sets forth the number of -ecalls recorded by
FDA involving medical devices. Although many manufacturers insist that
the current premarket approval and standards-setting process at FDA
works well and needs no changes, these data suggest that Congress
should be greatly concerned about whether the public is adequately
protected.
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Mr. WAXMAN. I would like to call our first panel to come forward
to this table. Will the panel of Pam Taylor, Clayton Burger, Anna
Burger, Tama Jackson, James Jackson and James Young please
take seats at the table, if you would.

We want to thank you very much for coming before the subcom-
mittee this morning to tell us about yc "ir experiences with medical
devices. Although we obviously can't make any kind of judgment as
to claims you have against manufacturers involved, we think your
experiences illustrate the potential for harm involved when we are
talking about a medical deN, ice in the current regulatory system.

We would appreciate if you would tell us about your situation
and try to keep it to around 5 minutes so we can hear from all the
witnesses today.

Ms. Taylor, why don't we start with you. If you would just pull
that microphone closer to you, and then there's a button at the
base, just push the button.

STATEMENTS OF PAM TAYLOR, MILLBURY, OHIO; TAMA REASON-
ER JACKSON AND JAMES JACKSON, WASHINGTON, DC.; AND
...LAYTON LEWIS BURGER AND JULIA BURGER, BALTIMORE,

MD

Ms. TAYLOR. Good morning. My name is Pam Taylor, and 1 ,-.ould
like to introduce you at this time to my daughter, Jessica Taylor.

Mr. WAXMAN. Hi, Jessica.
Ms. TAYLOR. She is the reason we are here today.
Incidentally, we are originally from Tecumseh, MI, and we have

.;ome here today from Millbury, Ohio, and I think Jessica is going
to go with her uncle now so that I can be very frank with you
about her experiences.

At 15 months of age, Jessica had a viral myocarditis, which ap-
parently caused second and third degree heart block. On October
26, 1982, a bipolar pacemaker system was inserted, using two Med-
tronic unipolar leads, which were attached to the outside of Jessi-
ca's heart.

Eleven months after the pacemaker was inserted, Jessica blacked
out on three occasions at home. She was hospitalized and subjected
to repeated painful gists, and her pacemaker was readjusted almost
daily for close to a month.

The problem was that her pacemaker was sensing heartbeats
that weren't there, so it wasn't firing, and it was also not sensing
her own heartbeats and firing inappropriately.

After several consultations with the manufacturer's representa-
tives, the pacemaker was replaced on October 10, 1983. At that
time doctors found one of these unipolar leads, which were Model
No. 4951, was not functioning and it was capped off, though it was
not removed from to body.

A unipolar pacemaker was inserted and attached to the one re-
maining lead.

We are currently involved in a lawsuit with Medtronic, and we
contend that the Medtronic lead, Model 4951, that was used in Jes-
sica's initial surgery was defective in design in the same way as an-
other Medtronic modal, Model No. 6972. This defect caused a mal-
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function in the pacemaker system and we do have written expert
testimony to that effect.

Since the surgery we have found that the lead Model 4951 that
Jessica's life depends upon was approved through the 510(k)
method. Medtronics sent a letter to the FDA stating that the Model
No. 4951 was substantially equivalent to other Medtronic models,
specifically No. 6972.

Because of this 510(k) approval, Jessica's leads were allowed to be
placed on the market without ever being tested.

On June 15, 1984, the Model No. 6972 was recalled. This was due
to a defect in design that caused problems substantially equivalent
to those Jessica experienced.

We also contend that Medtronics was well aware that these prob-
lems existed with their Model 6972 when the Model No. 4951 was
attached to Jessica's heart.

Jessica was 2 years old when her pacemaker was replaced. She
still remembers the mask that was placed over her face, and I still
remember the look on he face when they took 1-.er from my arms
into surgery. She still wakes up screaming. She still sleepwalks.
She still has unexplained fits of anger and depression, and I still
wonder every morning when I put her on the school bus, is that
one remaining, untested Medtronic lead going to get her through
another day. And what will I tell my 5 year little girl if something
happens to that lead. God forbid. Will she be around for me to tell
her anything.

Jessica was very proud that she got to come here today. She even
had thoughts that she might meet the President. How can I tell my
daughter that the manufact:,ers and the governmental depart-
ments don't care enough to test these products before they allow
them to be used?

I am alarmed and I am disappointed that no one told me about
this 510(k) method of approval when Jessica needed her surgery.
And I am distraught when I hear about the thousands of Medtronic
leads that have failed, and I wonder how many fail and go unre-
ported. But most of all, I am heartsick that this continues to
happen.

Any product that affects the health and well being of any indi-
vidual must be extensively tested before it receives government ap-
proval. You have the authority to protect us. Jessica has suffered
enough. She is too young to personally ask for your help, so on
behalf of my daughter and the countless other victims I appeal to
your sense of decency and ask that you please give this matter
your immediate attention.

Thank you.
Mr. WAXMAN. Thank you very much, Mrs. Taylor.
Please tell Jessica that the fact that she came here with you

gave us information that we hope will mean that we can make
sure that devices for ev'rybody in the future will be as safe as pos-
ible, and it's been vtry helpful to hear about your personal experi-

encW.
Ms. TAYLOR. I will.
Mr. WAXMAN. I'd like to now ask to hear from Mr. and Mrs.

Jackson.

77-494 0 - 87 - 12
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STATEMENT OF TAMA REASONER JACKSON AND JAMES JACKSON

Mr. JACKSON. Thank you very much, Mr. Chairman and mem-
bers of the committee.

Both my wife and I will speak. I will try to make it very brief.
Our case involves a malfunctioning incubator. In 1981, our son, 8

days old, was literally cooked to death in a local hospital. We are
very fortunate that we have two very beautiful childre-i now; how-
ever, it does not subtract from the incident r.nd the gravity of that
particular incident.

The incubator had serious defects. The thermostat did not func-
tion properly. It was improperly placed, and the placement caused
it to break and, in particular, in our case, the on/off switch did not
work. It would sometimes register off when it would, in fact, be on.
There were a number of other defects that were involved in our
particular case.

It would overheat. It would read sometimes 100 when, in fact, it
would be close to 105 or 110, and that is how our child passed.

That was in 1981. To this day, we're not sure whether that incu-
bator is still on the market or not.

As a parent of two very beautiful children, a daughter who is
about to be 1 and a son who is about to be 5, I set guidelines. I set
guidelines for them, so that hopefully one day they will grow up to
be very beautiful adults.

I know that my son would prefer to police himself. He iz.. a bud-
ding diplomat. He feels that anything is negotiabi3. He would also
like to name his own punishment. Unfortunately, that cannot
happen. As well, it cannot happen on a larger scale. In our case as
well, the hospital felt that they should police themselves, and they
did not havethey did not have any typemethod of actually
working on the machines, of just safeguarding the machinery.
There was absolutely none whatsoever.

That's all I have to say. I'm sorry.
Mrs. JACKSON. We are nervous, as you can tell. This is not some-

thing that we enjoy doing, having to recount and relive the night-
mare of watching your son die in your arms on Father's Day. We
are here because we know that that incubator is mass-produced,
and that it is out there humming in its deadly way in thousands
and thousands of hospital rooms throughout this country and be-
cause that particular incubator is such an essential part of the hos-
pital experience.

You have a newborn. They said, "Congratulations, Mr. and Mrs.
Citizen. You have a beautiful baby. It's going to be down in the
nursery. You and your family can see it when you want to." When
you go and you look at your newborn child, or if you're fortunate
enough your grandchild, the first thing you see is, you see the baby
in the incubator.

What happens if that incubator is not safe? What happens if, as
in our case, the safeguards supposedly designed into that incubator
are not there, they're not functioning properly?

An incubator will overheat, as it did in our case. There is a safe-
guard to alert the staff that this incubator is overheating. It did
not work. This incubator overheated to a temperature of 105 de-
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grees. Imagine being in a closed container, an oven if you will, with
nothing to alert someone that you need help.

What happened in our case w. s that someone noticed that the
childthat the incubator had overheated; they opened the rort-
holes, they took the baby out, they sponged him down, and then
they put him right back in the same incubator. And unfortunately
lightning struck twice. The incubator overheated again. And no
one kr.cms how long our baby laid in that incubator be .ore some-
one found him.

What we do know is that when they found him, there was blood
on the pillow, and his system had literally been boiled from the
inside out, and there was nothing that they could do. The next 18
hours were spent in a futile attempt to save his life, and there
washis life was beyond saving, and all of which could have seen
prevented, had attention been paid to the maintenance, to ihe
design, and to the care of a piece of equipment that is used so
widely and is such a given ia a hospital situation.

Why we are here berore you today is to ask you to cast your eye
in that direction also. Look at the machines that are not only in
the body, but are around the body, especially a child's body.

They can't plead for themselves. We're here to plead for them.
When my children grow up and they see our first pictures, I would
like to be able to tell them that this was your brother, and they
will know that he is no longer with us, but I would like them to
also know that because of his sacrifice, that changes were made
that ensure that other children and other families will not have to
undergo our particular nightmare.

Thank you.
Mr. WAXMAN. Thank you very much for sharing that informa-

tion with us.
As I understand if, this particular incubator was on ihe market

prior to the 1976 device law. When we checked with FDA, this is
what we understand--

Mrs. JACKSON. Yes.
Mr. WAXMAN. Prior to the 1976 law. But under that law, FDA

was supposed to set performance standards.
Mrs. JACKSON. Yes.
Mr. WAXMAN. And they still haven't set performance standards,

and a new manufacturer can come out with the same incubator
and put it on the market because it's substantially equivalent to
the one they've never ever. gotten performance standards on.

Mrs. JACKSON. Exactly.
Mr. WAXMAN. It's a maddening situation to contemplate and un-

derstand that the risks are as great as what you had to go through.
Mrs. JACKSON. It's frightening.
Mr. WAXMAN. I would like to hear from Mr. and Mrs. Burger.

STATEMENT OF CLAYTON LEWIS BURGER AND ANNA JULIA
BURG ER

Mrs. BURGER. I'm Mrs. Burger, and this is Mr. Burger, and we
came here to .xplain to this committee about the episode that has
happened to my husband.
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In the first place, before I go any further, his life is totally de-
pendent on a pacemaker. He has no heartbeat. He had his first im-
plantation in February of 1977. It was installed; he came home; he
went to work in 2 weeks. He worked 8 years with that pacemakerwith no problem whatsoevernone. And he ran heavy equipment.

In Januaryon January 29, 1985, the doctor decided to change
that pacemaker because the batteries were running down. He in-stalled it on the 29th, and from the minute that they installed that
pacemaker and they brought him back from the operating room, Iturned to the doctor and I said, "Doctor, are you sure you put theright pacemaker in him?"

He was very pale, and he didn't l'ok good. And he said, "Well,don't forget, he's 8 years older." We accepted this.
I brought him home, and he was having these episodes of passing

7ither the pacemaker stopped, or it would skip or whatever. I
kept bringing him back to the hospital. They kept telling me it wasfine, because it would right itself, and they couldn't find any prob-lem, and they told me it was recycling.

This went on from January until April. We were going away toGettysburg, and a couple days before we left, I sent him over to thehospital. He had another one of these episodes. I sent him over tothe hospital. They assured me nothing was wrong with the pacemaker and for me to go away; it was just recycling.
We went to Gettysburg on April 19, and on the 20th, he was sit-ting in a lawn chair talking to his sister, and he keeled over. Luck-ily we had a nurse about two campers away from us. She rm. over;she took his pulse. It was :rapping. Already it had been 42 beforethey had even sent for the ambulance. And when the ambulance

came, the paramedics worked on him. They brought him to theGettysburg hospital.
In the meantime, he had revived again. It had started again. Andthe doctor advised us to keep him in the hospital overnight, so theycould check it. While he was sleeping, the pact .aker totally wentout, and he went into syncope, and the way it was explained to mewas that he died. There was no oxygen or anything to the brain.
And they rushed him to the operating room and called me to thehospital and told me not to come alone. They had him in the oper-

ating room, and they put a temporary on the other side.
Wnen they called Baltimore, Baltimore insisted that they bringhim back here, and so they got a special ambulance with nursesand paramedics to bring him back here, and they were supposed totake him in the operating room.
In the meantime, in the hospital, I heard that they were sendinga man from California from thu Pacemaker Systems, Incorporatedthat was supposed to sit through this operation and see what hap-pened and to bring the pacemaker back to California. So they

didn't operate on him until Thursday.
Now his type of pacemaker was the pulse generator type, an

EV09109M, Model 242096. The serial number was 13692. That
Thursday, they took him in and completely put a new pacemakerin him.

Since that time, whether damage was done already or whether
we are still having problems with this pacemaker, 3ut he is in andout of the hospital for the past 2 years, And we have heard nothing
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from the pacemaker people. We have heard nothing from the hos-pital. We have heard nothing from the doctors of wh, i, could have
caused this pacemaker to fail.

And this is why we're here, because if they were covered, youknow, by the FBA, they couldn't get away with this. They would
have to tell people like us, when the doctor comes to us and tells uswe have to put a pacemakerwe don't ask these questions: Has itbeen throughchecked through FDA, or anything else, because wedon't know until the damage is done.

So therefore this is the reason why we came here, and hopethat there are better regulations, because I don't know how manypeople have had this happen to diem, or if the damage will ever becorrected for the rest of his life.
But we're hoping that someone else wouldn't have to go throughthis. It's a trauma, especially for the person that's going through it.
Mr. WAXMAN. Thank you.
Well, I certainly agree with you. No one should have to gothrough that. You should expect that someone in Government is

checking these things out to be sure they're safe before they'resold.
Pacemakers are, in this medical device law, considered Class III,

which means there has to be an approval before it's marketed, and
under the loophole of the law, a pacemaker, if it's like some other
pacemaker that's already on the market, can just be bootstrapped
on, so that there's no premarket scrutiny of it, other than ju,t es-tablishing it's the same as the other one. And that's es.idently the
case with the pacemaker that was put into your husband.

I hope the result of your testimony, all of your testimony, and
this hearing will lead to stronger legislation, so that we can be surethat we make the Food and Drug Administration have a law theycan live with and work with, so that we can give the public the
assurances they need.

We have for the r --ct presentation something on the video. What
we're going to see is, Constance Walters will present testimony byvideotape.

Although Mrs. Walters indicated a strong desire to fly here to
present her remarks live and would have done so, if we had agreed,
we felt it would be better not to put her through the strain, givenher physical condition.

Before we play the tape, let me explain a little bit more precisely
what the circumstances of Mrs. Walters' case are.

Mrs. Walters was in an auto accident when she was a child. As aresult, she developed over the years what is called angulation orcurvature in her back. To remedy it, she had an operation in which
the device she complains about, called a Weiss spring, was implant-ed in her back. As we understand it, about 3 months after the oper-ation, the spring snapped.

Although I think this will be clear from the tape, I want to make
sure that no one confuses her injuries from the auto accident,which led to the installation of the medical device, with her prob-
lems with the medical device itself.

Could we have the tape?
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STATEMENT OF CONSTANCE WALTERS

[Videotape shown.]
Ms. WALTERS. and I didn't realize [inaudible].
INTERVIEWER. And that was fine with you?
Ms. WALTERS. Yes. It wasI didn't think anything, if it was fine

or wasn't fine. I was just treated like I was before the accident. If
there was something that I honestly could not do, they would do it
for me, but I had to show them, I had to try to do it first.

IbrrERviEwER. Did you learn to cope with this injury; is that what
you're saying? You learned to cope with it?

Ms. WALTERS. [Inaudible]. I never went through depressionwell,
I used to could walk, or I can't walk now. The only thing, I was
kind of shy about getting out in public. But my parents treated me
like I had no injuries, so I didn't really think of it [inaudible].

IbrrERVIEWER. Please tell me some of the things you could do
with this handi cap. Did you drive a car?

Ms. WALTERS. I drove .ay own car. I cleaned house. I vacuumed. I
worked in the yard. I got down on the grr Ind, and I worked in the
yam in the flowerbeds.

INTERVIEWER. Did you
MS. WALTERS. I went fishing.
INTERVIEWER. Did you go to school?
Ms. WALTERS. I went to school. I went to college, and I worked

and went to college full-time at the same time.
INTERVIEWER. Did you get a degree?
Ms. WALTERS. An Associate Degree.
INTERVIEWER. You got married; is that correct?
Ms. WALTERS. I got married.
INTERVIEWER. You had a child?
Ms. WALTERS. I had a child. I did everything. I could work on my

car. I dependedsee, the main thing is, I was independent. Now
I'm [inaudible]

INTERVIEWER. What happened that caused you to become depend-
ent?

Ms. WALTERS. When the springs was put in my back, from that
point to now, I've been dependent on my family, on anybody who
could help me.

INTERVIEWER. What happened? What did the springs do?
Ms. WALTERS. They broke in my back in a very short time after

they were put in. They caused terrible pain.
INTERVIEWER. Did you lose any function as a result of these

springs breaking?
Ms. WALTERS. I had b...vel and bladder control up until [inaudi-

ble] when the springs were put in. I don't do my housework like I
did before. I don't travel like I did before. We used to go all the
time, anywhere, it didn't matter. We went camping.

INTERVIEWER. And now you've got a child; is that right? How old
is he?

Ms. WALTERS. He's almost 12.
INTERVIEWER. And how has this changed your life with your

child and your husband?
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Ms. WALTERS. We don't go out like we used to on vacations. If
there's a selool function, my husband goes instead of me. I stay
home. This is my life, in this house -s.re.

INTERVIEWER. You're living on disability. You get how much a
month?

Ms. WALTERS. My total disability is $360 a month.
INTERvIEWER. And I understand your husband gets a little bit of

money from being in the National Guard.
Ma. WALTERS. Yes.
Itrrutvi Ewen.. And they just incently gave him a raise?
M.S. WALTERS. Yes.
INTERVIEWER. And the effect of the raise was to cut you off of

food stamps; is that correct?
Ms. WALTERS. Yes. Now we make too much money to be eligible

for food stamps.
INTERVIEWER. And your total income is how much a month?
Ms. WALTERS. It's approximatelyit's around $800 a month. 'In-

audible.]
INTERVIEWER. OK.
Ms. WALTERS. He gets a check because I get a check.
INTERVIEWER. And then the total is how much now?
Ms. WALTERS. Oh, the total of all of our checks is around $800 a

month.
INTERVIEWER. And your husband can't work [inaudible]; is that

true?
Ms. WALTERS. That's right. If he goes to work, myit's not so

much the check, [inaudible]. The other part of the disability, [in-
audible], I'm getting. If John goes to work, [inaudible] he has an-
other insurance card that helps with my Medicare insurance.

INTERVIEWER. Let me go to something else now These springs,
are these the springs that were placed in your back, these little
kinds of springs like this? Would you show them to the camera, so
people can see what it is or what it was that broke?

Ms. WALTERS. These are the springs. They were put in about the
middle of February. I got out of the hospital about 5 weeks later
toward the end of March. By April, I knew there was something
wrong with my back. It was not surgery pain that I was having inmy back.

INTERVIEWER. Now, M3. Walters, if you had known more aout
these springs when they were put in your back, would you have
had this surgery and had these springs inserted?

Ms. WALTERS. No, I wouldn't have. If I'd known this was more of
an experimental type [inaudible], there is no way I would gamble
with what my life that I had and take a chance that it would get
worse. And its worse now. I can't be anybody. [Inaudible.]

If there was some kind of guarantee and it had been done before,
and there were good results, and there was years and years of tests
done with these springs, then I might have [inaudible].

My life now is ruined. I used to enjoy life, and now I'm justI
cannot wait for the day to end. I can't sleep. When I lay, my back
hurts. I'm in constant pain 24 hours a day, 7 days a week, 365 days
a year. There's no relief.

INTERVIEWER. Is there anything any other doctor could do to helpyou?
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MS. WALTERS. No.
INTERVIEWER. So you're asking the people who will see your tape

to appreciate the dangers of this kind of device?
Ms. WALTERS. Do something so someone else's life isn't totally

ruined like this. It's a crime. It's an absolute crime to ruin some-
one's life like this.

[Witr.ess emotionally distraught.]
[Videotape projection concluded.]
Mr. WAXMAN. We checked with the FDA about the spec. lc regu-

latory status of this Weiss spring. As we understand it, the spring
is manufactured by Zimmer, Inc. It's a Class III device but has
never gone through premarket approval. According to what we can
determine, the device in question was designed and manufactured
in 1976 shortly after passage of the Medical Device Amendments.
The manufacturer has never sought nor has FDA ever granted a
determination that the device is substantially equivalent to a
device manufactured before passage of the law.

This means either that the company believes that this device is
so similar to a pre-1976 device that no notification to the FDA is
necessary in order to market it or the manufacturer simply chose
not to inform the Agency. In either case, the same point remains.
This is a device that should have gone through premarket approval
but never did.

Is James Young here yet? Mr. Young is to testify and I think will
be arriving in a while.

For those of you that are here, we are deeply indebted to you for
sharing with us your personal experiences so that we can learn
from them, benefit from them, and make sure that others are
spared. Thank you very much for being with us.

Thank you, Mr. and Mrs. Burger, Mrs. Taylor.
Our next witness will be Dr. Sidney Wolfe. Dr. Wolfe is with the

Public Citizen Health Research Group. We are pleased to welcome
you to our hearing. Your prepared statement will be put in the
record in full. We would like to ask, if you would, to summarize it
in no more than 5 minutes.

Dr. Wolfe.

STATEMENT OF SIDNEY WOLFE, DIRECTOR, PUBLIC CITIZEN
HEALTH RESEARCH GROUP

Mr. WOLFE. Thank you, Mr. Wsman, for the invitation to
appear here. In preparing for the testimony, I re-read testimony we
gave 12 years ago during the legislative hearings that led to the
passage of the Device Amendments. The striking thing I remember
about those hearings was that instead of having the real victims
that caused the hearings to occur in the first place, the more typi-
cal kind of witnesses were the potential victims if the Government
regulated.

There were surgeons and companies complaining that if we had
Government regulation, as one surgeon said, their creativity would
be stifled, they wouldn't be able to invent the kinds of devices they
needed to.

Many of the problems that have arisen since the passage cf the
law -vere clearly anticipated in 1975, when we testified and the
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same was true for others. We were very worried not enough deviceswould be put in Class III. We insisted then that it should include
all life supporting devices, all life sustaining devices, all implanta-
ble devices and others.

You've heard this morning some life sustaining devices were not
put in Class III but instead in Class II.

Unfortunately, the roads to increased regulation in the areas ofhealth and safety are always paved with victims. When the
number of such victims reaches a critical threshold, action occurs.
One hundred people, including many children, died from the anti-
biotic elixir sulfanilamide, which had been manufactured using the
untested toxic chemical, diethylene glycol, as a solvent. Thus, the
1938 Drug Safety Law requiring premarket testing of new drugs
came into being.

The tragedy of thalidcmide, the drug for pregnant women which
caused severe birth defects, short, flipper like arms, precipitated
the passage of the 1962 drug laws which strengthened the safety
provisions and for the first time, required substantial evidence ofeffectiveness.

Dozens of people injured or xilled by defective heart valves and
the sterility and infection causing disaster called the Dalkon
Shield, eventually damaging thousands of women, were major fac-
tors leading to the passage of the 1976 Medical Device Amend-ments.

It is insufficient, however, just to pass such laws for several rea-sons. First, as clearly seen during the passage of the Device
Amendments, important consumer protective provisions are killeddate to industry pressures. Second, after passage, continued pres-
sure from industry and delay and inadequacy of regulations and
enforcement by the agency, such as FDA, further cripple the intent
of those members of Congress who wanted maximum consumer
protection.

I remember that during those hearings, you, Mr. Chairman, were
on the side of the consumer, trying to get the law passed in astronger way, and I think both you and I felt that something had
gone amiss when it went somewhat in the other direction and it is
unfortunately even clearer now that is the case.

When serious defects in the original laws or their implementa-
tion become apparent, it is time for Congress to intervene with the
passage of strengthening amendments and more vigorous oversight
of FDA. Now, 11 years after passage of the amendments, the time
for such action is long overdue.

I will discuss several of the most serious problems.
The first is what will have to be called nonexistent standards, inwhich the law says there are three classes but in fact there aretwo. When the people classifying devices were asked, put the de-

vices into one of three classes, labels, standards or premarket ap-
proval, they assumed there actually were three classes. In fact,
there aren't. Over 1,100 medical devices including many which are
life supporting and when they fail have caused deaths, have been
classified as Class II devices, the category requiring mandatory
standards. This equals two-thirds of all devices classified. In 11
years, RDA has not promulgated a single standard for any of these1,100 devices.
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Mechanical ventilators are a frightening example of this regula-
tory negligence. A ventilator is a device that assists a patient.
breathing by supplying oxygen through a tube or mask. Since it is
often a life supporting device, failure of a ventilator to function
properly can have tragic results. premarket testing of this device
should therefore be required. However, FDA placed this device inClass II, the standards category, so that premarket testing for
safety is not required, nor as mentioned above, is there a mandato-
ry standard.

Since the 1976 Device Amendments were passed, ventilators have
been the subject of 23 separate recalls. Six were called Class I re-calls, this is a different classification, Class I recall meaning "there
is a reasonable possibility that the use of or e:rposure to the viola-
tive product will cause serious, adverse health consequences ordeath."

During the phase of the voluntary reporting, the Device Experi-
ence Network received 290 reports of problems with ventilatorsand their component parts since 1976. Included were 12 deaths and
8 serious injuries including brain damage, cardiac arrest and bilat-
eral pneumothorax, air leaking, out of the lungs. Problems have in-
cluded leaks in valves and tubing, separation of component parts
and alarm failure.

As noted above, ventilators are Class II devices. However, there
is no mandatory FDA regulatory standard for ventilators but only
a voluntary industry standard is in effect.

In a little noticed part of the GAO study, which you will hear
much more about, the sol . cause of the often life threatening
device problems documented by the surveyed hospitals was a
design flaw or design characteristic in 19 percent of the cases stud
defective components 22 percent of the time. In the absence of
mandatory FDA standards for any device or the much more prefer-
able course of premarket testing, ss I'll mention in a minute, such
findings are not surprising. Many devices now in Class LE such asincubators, ventilators and many more, should be plEted in Class
III by strengthening the law.

The next serious problem has already been referred to briefly
and GAO called it "equivalent creep" in their report. It is the
510(k) fiasco. It is perhaps the biggest loophole in FDA's regulation
of medical devices.

This procedure requires the manufacturer to notify FDA when it
plans to market a device the manufacturer believes is substantially
equivalent to a device that was on the market prior to the effective
date of the Device Amendments. FDA is supposed to determine if
the device is substantially equivalent or if it is a new device and
must go through premarket testing. However, this decision is made
without reviewing safety and efficacy data for either the new or old
device, even if they are Class III devices.

According to the most recent data, most of these devices placed
in Class III, those otherwise which would have required premarket
testing, have been allowed on the market with merely the cry of
"substantially equivalent."

In 1986, as I think this chart shows, 209 of 281 Class III devices.
74 percent, were stamped "substantially equivalent" by FDA. As aresult of these wholesale exemptions from testing requirement,
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many devices such as pacemakers, which you heard about thismorning, and other implantable devices have caused preventabledeaths or injuries. When a sufficient number of deaths and injuries
occur, it becomef clear that "substantially equivalent" was a eu-phemism for substantially more dangerous.

Further contributing to the superficiality of the 510(k) review isthe lack of safety and efficacy data for the pre-enactment device
that the newly marketed device is supposed to be equivalent to. A
manufacturer's claim that its device is substantially equivalent to
an old device can therefore only be evaluated in terms of what the
device is supposed to do and how it is supposed to do it. Sh.ce FDAoften has no data, the performance of the two devices, including
their safety and efficacy, cannot be compared. Yet, when Congresspassed the Medical Device Amendments, a comparison of safetyand effectiveness was supposed to be the guiding principle of the510(k) process. Substantial equivalency was not intended to be "sobroad as to refer to devices which are intended to be used for the
same purposes as marketed products."

In summary on this point, we believe that the FDA's interpreta-
tion of section 510(k) and in particular its interpretation of the
`substantially equivalent" position is contrary to the Medical
Device Amendments. However, because a lawsuit challenging
FDA's interpretation of this provision, which we are consideringnow, would probably take several years to reach a final resolution
and because in any event, the outcome of such a lawsuit is nevercertain, it is imperative that Congress amend the statute to closethis loophole.

The final category has to do with mandatory device reporting byhospitals as well as industry. Although the mandatory require-
ments, which have now been in effect since 1984, will clearly in-
crease the number of device problems reported to FDA, to morethan the tiny fraction the GAO found, much more is clearlyneeded. Since such a large number of the worst device related prob-
lems occur in hospitals, we believe that the law needs to be amend-ed to require all hospitals to report all serious device problems toFDA.

Currently the mandatory reporting requirement only applIcz tothe manufacturer and as GI! 0 has pointed out, not even to some ofthe distributors.
This addition would greatly increase the flow of reports of deaths

and injuries to FDA and shorten the time it takes to find out about
dangerous devices.

In summary, there are serious, death and injury causing defects
in the design and enforcement of the 1976 Medical Device Amend-
ments. Things are clearly better than they were in 1976 but as thevictims we have heard this morning have implied, it is not goodenough. There is no question that FDA could use more funding and
more guts to better enforce these important amendments. It isequally clear that in some respects, the law is just not strongenough.

Thank you.
Mr. WAXMAN. Thank you very much, Dr. Wolfe.
As you have indicated, you strongly question the current ap-proach that FDA takes in regulating these devices. Is it just the
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case that this is an agency that can't do its job or is it the case that
its mandate needs to be changed?

Mr. WOLFE. I think there is some of both. I do believe that the
panels, the outside advisory panels that were convened even before
the amendments were passed, really believed when they placed
something in Class II, that standards would be forthcoming. I don't
think if you asked any of them they would believe today's situation
in which over 1,100 standards have been recommended, and no
standard has been promulgated.

I thank there are problems with the enforcement of the law as it
was passed. The almost grim occasion we have had to observe this
has been in the case of the Burke Shiley heart valve now finally
taken out of circulation, at least the ones that are not implanted,
but roughly 200 have broken and about 120 people are dead, tt,stly
Americans. This was a Class III device. It was premarket tested.
We believe the FDA sooner than it did should have taken it out of
circulation.

There is a problem of adequate enforcement of the law as it is
but the law itself does need to be made stronger particularly with
respect to making more explicit the criteria for Class III. Anything
that is life supporting, as you heard this morning, an incubator is
clearly life supporting. It is not as the parents said, just what is
inside the patient, but what's outside, the environment, if it is life
supporting, just as much as an implantable device needs to be pre-
merket tested.

I would advocate having a much stricter criteria for automatic
inclusion in Class HI, not ellowing the discretion to put it in Class
II for which no standards are set and second, the 510(k) has to be
redone. The "substantially equivalent" notion has been abused to
the point where one wouldn't even recognize some of the devices
which incrementally. step by step, have moved away from what
they looked like before 1976.

Mr. WAXMAN. We patterned the device laws, at least when it
came to devices that offered some kind of exposure to potentially
dangerous situations, we patterned the law on the drug part of
FDA's responsibility, where they had to approve a device as they
had to approve a drug to be safe and effective before it could be
sold, yet very little premarket approval seems to get done.

Why did we succeed in the area of drugs but we haven't succeed-
ed in the area of devices?

Mr. WOLFE. Well, as you know, I would not say we have fully
succeeded in the area of drugs. One of the reasons there are prob-
lems with drugs is that two companies, for example, Lilly and
Smith Klein, have pled guilty to criminal charges of withholding
data, but I think the process is a better one. If a company decides
they want to market a new tranquilizer which has only one tiny
change in the molecule from one already on the market, one might
say it is "substantially equivalent" and yet they are forced to go
back to ground zero and do premarket testing for safety and effec-
tiveness of that drug.

In the case of a device, however, if it is used for the same thing
and little else, the FDA says, agreeing with the company, it is sub-
stantially equivalent and there is no premarket testing. You have
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heard stories of pacemakers and incubators and other things thatwere either not premarket tested or other problems happened.The second example beyond the substantially equivalent one,which distinguishes devices from drugs, is the standard setting cat-egory.
Mr. WAXMAN. Would you eliminate the 510(k) procedure com-pletely and require all premarket approvals and all the tests to bedone to show it is safe and effective?
Mr. WOLFE. I think if one would change the concept of "substan-tially equivalent" to one that is more like identical or almost iden-tical, I think ifyou look back at the kinds of devices that have beendeemed "su5stantially equivalent," they are really much more dif-ferent than they are alike. I don't think there should be no possi-bility of the FDA ever granting an exemption from premarket test-ing or standards on the grounds of "substantially equivalent." Ithink the language has been written or interpreted or both in sucha way that it has been abused in a really terrible kind of way.Mr. WAXMAN. I thank you very much for your testimony andyour continued interest in this whale area and we will look for-ward to working with you.

Mr. WOLFE. Your staff knows I am at your service for anythingwe can do and hope to work together to strengthen these importantlaws.
Mr. WAXMAN. Thank you very much.
We would like to ask the following witnesses to come to thetable, please. From the General Accounng On*, Ms. EleanorChelimsky and Mr. Kwai-Cheung Chan. Also Mr. Stephen Fergu-son and Mr. William Cook from the Cook Company.
Mr. Ferguson, why doi.'t we start with you? We have all yourprepared statements and they will be made a part of the record infull and we would like to ask you, if you would, to try to summa-rize your oral testimony or keep it as close to 5 minutes as possible.

STATEMENTS OF STEPHEN L FERGUnN, PRESIDENT, CFC, INC.,AND ELEANOR CuPTIMSKY, DIRECTOR, PROGRAM EVALUA-TION AND METHODOLOGY DIVISION, GENERAL ACCOUNTING
OFFICE, ACCOMPANIED BY KWAI-CHEUNG CHAN, GROUP DI-RECTOR

Mr. FERGUSON. Thank you, Mr. Chairman. I am Stephen L. Fer-guson, President of CFC, Inc., one of the Cook Group Companies,and I have with me, William A. Cook, President and Founder ofthe Cook Group.
The origin of Cook Group dates to 1963 when Bill Cook and hiswife Gayle started the company and began fabrication of diagnosticcatheters, wire guides, and needles in the spare room of theirapartment. The company is now the largest privately held medicalmanufacturer of medical devices in the world, producing over 4,000different products for diagnosis and treatment ofdisease. There are34 companies which comprise the Group.
No other manufacturer in the wcrlii has the history, expertise,methodology and experience to orig:nsne and produce products rap-idly for multiple medical disciplines. The company is probably themost innovative medical device manufacturer in the world.
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Everyone in this room or someone close to you will require one of
the 90 devices that are now undeL development by the company.
Similar to AZT in the treatment of AIDS, technologically superior
devices may be your only alternative to treatment. I'm speaking
for everyone in this country who is being denied the benefit of
treatment under the present system of regulation.

How can this statement be made? As your charts show, in 1985,
only 37 premarket approvals were made and in 1986, the number
was 72, according to the annual report of the Office of Device Eval-
uation. hi addition, this report also states that only 4 technological
breakthrough products were approved in 1986.

These facts are devastating when the entire medical industry is
considered and when our company alone, and I repeat, our compa-
ny alone has 90 products presently under development.

One of the high technology products which treats and cures
cancer using heat will take 6 years to reach the market. Our inves-
tigation so far demvastrates that this product is safe and ready to
use now. Tens of thousands of people are being denied the opportu-
nity to live or have an improved quality of life if this takes 6 years
to reach the market.

The bottom line is the new devices are being withheld from phy-
sicians and their patients as a result of the regulatory procedures.

In the limited time I have available, I think the following points
need to be made.

One, the risk/benefit evaluation of products is lost in a system
that may require 100 percent safety. This criteria denies tens of
thousands of people the choice, that is, is a 50/50 chance to live
better than 100 percent chance to die. New products that have the
highest risk in many cases have the greatest benefit.

Two, most physicians, companies and clinicians are not capable
of dealing with the system when new products evolve. The result is
we lose the benefit of their new product contributions to health
care.

Three, the system by slowing or stopping the development of new
products has become a regulatory patent which protects current
products and denies, I repeat, denies the patient the availability of
new treatment. Obviously, many manufacturers can protect their
products' sales because their product is approved and a similar or
better device created by a competitor cannot undergo the costs and
time for approval.

Four, there are thousands of products which have a limited use
and would benefit only a few patients that are not being provided
to the medical profession because the cost of approval is too high
and the red tape is enormous.

We must find a way to handle the low volume, minl,num use of
beneficial products.

Five, the FDA has been given an impossible task. There is no
way they become proficient in all disciplines, procedures and tech-
nologies that are needed to participate in the developmental proc-
ess. During development, products and product changes are neces-
sary and must be made quickly by an informed individual. Product
development is a very descriptive term because it connotes change.
If a product is to be made better or more practical in use, change
must be made efficiently.

3C7



363

Sixth, the regulatory process has moved the doctrine of informedconsent from the patient/doctor to Washington, D.C., even with aknowledgeable staff, fulfilling the requirements of the law, it wouldbe difficult because the special interests of Congress may demand100 percent safety from the FDA.
If the FDA denies categorically the use of a medical aevice, aphysician has fewer or no alternatives that can be offered to thepatient. It is the physician's duty to inform the patient of thenature of the proposed treatment, the risk involved, available alter-natives and the likely benefits. Such disclosure by the doctor in aninformed consent provides the patient with the opt!on so they, thedoctor and the patient together can make an intelligent decision.
Neither the FDA as a regulatory agency nor the manufacturer

can replace the doctor when he presents the patient with thechoice of treatment and the patient and the doctor make an intelli-gent decision.
The patient having a 50/50 chance to live or have an improvedquality of life should have the opportunity to assess the risk withthe doctor. For his part, the doctor must be skilled in the use of theproduct before he can ask for an informed consent.
A poor result because of misuse or inferior product design resultsin severe punishment to both the patient, the hospital and themanufacturer under our legal system.
Just a few examples of the products that are being withheld fromthe public by the current system is first of all computer controlled

thermal heat probes or hypothermia, which is use of controlledheat sources in the treatment of brain tumors or tumors in anypart of the body.
Second, the vena cava filters, which are devices used 1-1 preventclots from entering the lungs through the great veins of the body.Third, vascular stents. These devices are inserted into the arte-ries and veins to increase their size or hold them open and theymay be used anywhere in the body where blood vessels are closedor are in danger of closing. These devices can reduce the need foror eliminate entirely open heart surgery and peripheral vascularand (3ronary artery surgery.
Foi r, the exercise responsive pacemaker. This device can controlheart rate according to the amount of exercise. The pacemakerrate i; controlled by the temperature variations of the blood. Thisrevolhtionary device represents the only true physiological pace-maker.
These are but a few of literally thousands of devices that areawaiting approval for use and which only then can become an al-ternative treatment. Should the existing process continue for thesedevices, it will be the year 1999 before they will benefit the general

public.
In 1986, Cook had a reported complication rate of .000086 percentout of 8.2 million product uses. Safety and effectiveness is a primeconsideration in development and use of any device, but we mustnot allow thousands to die in pursuit of 100 percent safety. Newproducts must reach the users in a more timely manner.
We must find a way to develop new products which are safe andeffective without allowing thousands of people to suffer because theprocess is too slow.
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Thank you, Mr. Chairman. We appreciate the opportunity to
appear and we would be happy to answer any questions.

[The prepared statement of Mr. Ferguson follows:]

STATEMENT OF STEPHEN L. FERGUSON

I am Stephen L. Ferguson, President of CFC, Inc., one of the Cook Group Compa-
nies and I have with me William A. Cook, President and Founder of Cook Group.

The origin of Cook Group, Inc. dates to 1963 when Bill Cook and his wife Gayle
started the company and began fabrication of catheters, wire guides, and needles in
the Ledroom of their apartment in Bloomington, Indiana. The company is now one
of the largest medical device manufacturers in the world producing er 4,000 dif-
ferent products for diagnosis and treatment of disease. No other manufacturer in
the country has the history, expertise, methodology and experience to originate and
proiuce products rapidly for multiple medical disciplines. The Cook Group Compa-
nies are probably the most innovative medical product manufacturers in the world.

Everyone in this room will someday want one of the 90 products we have under
development as the best available choice for yourselves or someone close to you just
as the AIDS victims wanted AZT. We are speaking for every person in this country
who is denied a product as the best available choice under the current system.

In 1985 only 37 PMA's were approved and in 1986 only 72 approvals were made.
In addition, the Annual Report of the Office of Device Evaluation points out only
four "technological breakthrough" medical devices were approved in 19PG. This is a
devastatingly low number for the whole healthcare Industry when Cork Group Com-
panies alone have 90 products under development. Poi.= all manufacturers in the
Nation are considered there are thousands of products waiting.

As an example, if it takes 6 years or more to reach the market with the hypother-
mia probe used to treat cancer tumors, tens of thousands of people will be denied
the opportunity to live or have an improved quality of life.

New devices are being withheld from doctors and patients as a result of FDA reg-
ulatory procedures.

In the limited time available I think the following points have to be made-
1. The risk-benefit evaluation of products is lost with the system requiring all

products to be 100 percent safe and effective denying tens of thousands of people the
bet available choice. A 50/50 chance to live is better than a 100 percent chance to
die. New products which have the highest risk may also have the greatest benefit.

2. Most doctors, companies, and clinicians are not capable of dealing with the
system in developing new products, and their contributions to healthcare are lost.

3. The system by slowing development of new products has become a regulatory
patent which protects the current products and denies, I repeat, denies the patient
the availability of new treatment. Obviously many manufacturers support this pro-
tection for their products which are currently approved to the market.

4. There are thousands of products which would benefit a few people a great deal
which are not being produced because of the cost and red tape. A little-noticed
result of restrictive regulation is that limited-use devices may never be developed at
all. Products which would benefit only a few patients will not be offered because the
cost to develop will be too high. We must find a way to handle all of the future low-
volume products or new medical concepts having limited use.

5. The FDA has been given an impossible task. There is no way for FDA person-
nel to be qualified in all disciplines required to participate in development of new

ryproducts. Product changes are frequent and mandatory during the developmental
procesa. When a design chai.ge is necessary it is important that it be made quickly.
Product development is a very descriptive term because it connotes change. If a
product is to be made better, or more practical to use, change must be made and
made efficiently.

6. The process has moved the doctrine of informed consent from the doctor-patient
relationship to Washington, DC. Even with a knowledgeable staff, fulfilling the re-
quirements of the law would be difficult because special public interests and Con-
gress demand 100 percent safety from the FDA. This is an impossible situation for
the clinician, the FDA staff, its review panels, and the manufacturers.

If the FDA categorically epnies approval for a medical device, the physician has
fewer or no alternatives that can be presented to the patient. It is the physician's
duty to disclose to the patient the nature of the proposed treatment, the risk in-
volved, ce enable alternatives, and the likely benefits. Such disclosure via the in-
formed consent doctrine gives the patient options so that they, the doctor and pa-
tient, together can make an intelligent decision. Neither the FDA as a regulatory
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agency nor the manufacturer can replace the doctor when he presents the patientwith alternatives to treatment and then seeks the patient's consent.
The patient having even a 50/50 chance to live or to improve life quality shouldhave the opportunity to assess the risk with the doctor. For his part, the doctormust be skilled in the use of a product before he can ask for informed consent toproceed.
Just a few examples of devices being denied the public by the process are:
Thermal Heat ProbesHypothermia which is the use of controlled heat sourcesin the treatment of brain tumors. This involves several probes that can be insertedinto the tumor(s) with extreme precision and temperature control. The device iscomputer controlled and has been shown unequivocally that it is safe to use.Though under investigation for 3 years. it is still not approved. It can be used for

tumors in virtually every organ. But until recently was only approved for trial orclinical use in the brain and only then when chemotherapy and radiation treat-ments had reached their limits for an individual patient and there was no furthermedical expectations, other than death, without the availability of heat probes.Vena Cava FiltersThese devices are used to prevent clots from entering thelungs through the great veins of the body, and are used on patients with brokenhips or thrombophlebitis. A vena cave filter has been developed in Europe and isbeing sold and used there. The approval process for the European filter is too costlyfor introduction into this country. It could help patients in this country who have noalternative.
Vascular StentsThese devices are inserted into arteries and veins to increasetheir size or to hold them open, and may be used anywhere in the body where blood

vessels are closed or are in danger of closing. These devices can reduce the need for,or eliminate entirely, open heart and peripheral vascular and coronary artery sur-gery.
Exercise Responsive PacemakersThese devices can control heart rate accordingto the amount of exercise; pacemaker rate is controlled by increased temperature ofthe blood. This revolutionary device represents the only true physiological pacemak-er.
These are but a few of the literally hundreds of devices which are awaiting ap-proval for use and which only then become an alternative treatment. Should theexisting regulatory process continue, it will be the year 1999 before many of themwill be of any benefit to the general public.
In 1986 Cook, Inc. had a reported complication rate of .000086 percent out of 8.2million uses. We have no quarrel with regulatory control whose objective is to pro-mote safety provided that people do not die needlessly because of the control andprovided products reach the user in a timely manner. The final question we mustask ourselves is, "Should thousands suffer because the system denies them productsthey need?"
We must find a way to develop new products which are safe and effective without

allowing thousands of people to die or suffer because the process is too slow.Thank you Mr. Chairman and Members of the Committee. Your decision willaffect millions of people.

Mr. WAXMAN. Thank you, dIr. Ferguson and Mr. Cook. We ap-preciate your testimony.
Ms. Chelimsky.

STATEMENT OF ELEANOR CHELIMSKY
Ms. `:;11ELIMSKY. Thank you, Mr. Chairman.
:t is a great pleasure to be here this morning. Thank you for in-viting us. I am going to be talking about the findings of a studythat GAO did recently about reporting problems with medical de-vices after the Federal Drug Administration clears them for gener-al use by the public.
Let me first introduce the people who are here with me. I haveDr. Kwai-Cheung Chan here, who was our study director, and Ialso have with me Dr. Gerald Dillingham, who was the projectmanager for the study, so if there are any details of the study that

you want to hear about, we will be able to respond to you.
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In the interest of the subcommittee's time, I thought what I
would do is not walk you th ough the statement that you have but
simply summarize very succinctly what the findings are and ask
that the full statement be made a part of the record if that is possi-
ble.

We thought it was important to do this study for two reasons.
First, the administrative and state of the art problems that cur-
rently exist in pre-testing medical devices signify that, even using
the best methods, certain devices are going to be approved when
there is still considerable uncertainty about their safety.

This means it is very important for the public's protection to
have a communication system operating that can warn FDA sA
ly and surely about problems occurring after a device has entered
the marketplace. Put another way, if you have got an awfully good
reporting system going, you can perhaps take a few more chances
of the sort that you are being asked to take early on. If you haven't
got a good reporting system, then I think you really have a prob-
lem up front.

Second, we knew that the medical device reporting rule would be
going into effect, so we wanted to examine the early warning com-
municaticn system to see whether the only problems lay in manu-
facturers reporting to the FDA as the rule implicitly assumes, or
whether there are other links in the reporting chain that also
present problems.

Our study asked four basic questions. First, given a sample of 10
devices, what problems had .usnitals, in fact, experienced for those
devices? Second, if problen-...gave occurred, do they get reported? If
so, to whom and how? Third, bow selective has reporting been and
what factors influence that selectivity? .fourth, how strong is our
early warning system for medical devices overall, and what, if any-
thing, needs to be done to impro-. a or supplement it?

The methodology we used to answer these questions is described
in our report and in my statement. Let me just mention here that
our study covered a nationally representative sample of community
hospitals and is therefore generalizable to the Nation. The sample
included 2038 hospitals, and our response rates were 81 percent for
the initial survey, 78 percent for the followup.

I have four sets of findings to report related to each of the four
questions. First, regarding problems experienced with the 10 medi-
cal devices, we were able to identify 1,175 separate problems. Now,
these ranged from minor incidents with no adverse effects on pa-
tients to an incident involving the death of a patient.

Patient burns accounted for 35 percent of the injuries. That is,
they were the chief, the most important problems. Operating rooms
of hospitals were the site of 28 percent of the problems. Intensive
care units saw 21 percent, and 18 percent occurred on general care
floors.

The wear and deterioration of devices was the most frequently
reported cause of problems.

Second, with regard to whether 'noble= get reported or not, we
found that only 51 percent of the problems identified to us by hos-
pital personnel were ever reported outside the hospitals, and 83
percent of those were transmitted orally. Although hospital re-
spondents identified 46 percent of the problems as having been sent
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specifically to manufacturers and distributors, when we went tolook for them, we could find only 12 percent of these reports ormessages in the intended recipient's central files. So if you weregoing to characterize the reported rate of their communications,
you would have had a very low rate compared to what had actuallybeen indicated at the beginning.

Finally, and this is the most important thing, less than 1 percentof the problems in our sample ever made their way to FDA's files.Less than 1 percent.
The third question had to do with selectivity, and here the mostdisturbing finding from a public safety perspective was that when aproblem involved an injury to a patient, a report from the hospitel

to an outside organization was less likely to be made than if noinjury had occurred. The incident I mentioned earlier involvine. thedeath of a patient was among those that we.-.'z unreported.
Also, although hospital personnel had told us that wear and dete-rioration of devices was the most frequent cause of problems, thesetypes of problems turned out to be the least likely to be reported.

On the other hand, the existence of a manufacturer's warranty, aservice contract or an exchange .Teement spurred reporting.
Problems with devices covered by these agreements were reportedtwice as often as those that were 'ot covered.

So you can see there is a tendency for problems with newer de-vices to be reported more than those for older devices.
Finally, we conclude that the early warning system for medicaldevices is not working very well, and we believe that even if ther.gedical device reporting rule should considerably augment thenumber of problem reports to FDA, other things still need to bedone to account for all the links in the communications network.After all, if we i 4n't know a large number of the incidents that areoccurring, we are not going to be able to choose which are the mostserious ones, and obviously, those are the ones that we have tomake some priority system to deal with.
So we think that independent distributors should be included inthe mandatory reporting rule. We think that hospital personnelneed to be made more aware of how to report medical device prob-lems directly to the FDA. One of the extraordinary things we foundwas that there didn't seem to be any understanding on the part of

hospital personnel that they could report directly to FDA.
We think a voluntary system should be established involving anationally representative sample of hospitals that would report di-rectly to device manufacturers, and perhaps some new incentivesneed to be created so that more serious problems and problems in-volving the wear and deterioration of older devices are more likelyto be reported.
That concludes my prepared statement, Mr. Chairman. I wouldbe happy to answer any questions you might have.
[Testimony resumes on p. 379.]
[The prepared statement of Ms. Chelimsky follows:]
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STATEMENT OF ELEANOR CUELPISKY

It is a pleasure to be here this morning to share with the

Subcommittee some of the information we have developed regarding

the postmarketing surveillance of medical devices. The results I

present here come from GAO's recently released study of how the

Food and Drug Administration (FDA) monitors the safety of medical

devices that have been approved for use by the general public.1

Our study dealt essentially with the structure and operation of the

communications network and other related activities that make up

what is known as FDA's postmarketing surveillance system, a system

intended to produce early warnings or alerts to problems with

medical devices.

Our review had twa principal objectives. The first was to

describe the communications network and the flow of information for

problems associated with medical devices as it existed before the

implementation of the medical-devices reporting rule.2 Our second

objective was to determine the degree to whicL the existing

1GAO, Medical Devices: Early Warning of Problems Is Hamoered by
Severe Underreporting, GAO/PEMD-87-1 (Washington, D.C.: December
1986).

2Our fieldwork was conducted from March 1985 through January 1986
and requested information about problems that had occurred ia
calendar year 1984. The medical-device reporting rule that went
into effect on December 13, 1984, requires manufacturers to report
to FDA when they receive or otherwise become aware of information
that reasonably suggests that one of their matketed devices has
caused or contributed to serious injury or death or has
malfunctioned and is likely to cause or contribute to serious
injury if the malfunction recurs.

1
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communications network functions 3S an early warning signal for

both FDA and device manufacturets, so that timely action can be

taken to protect the publi.: from harm.

Because of information developed as the result of several

congressional hearings held in 1982-83 and GAO's 1983 report that

suggestad that the information flow from FDA'S postmarketing

surveillance of devices was not informing either FDA or the public

about the potential danger of some medical devices, we thought it

was important to examine exactly how information about medical-

device problems originating in hospitals was being commuLicated

outside the hospitals and how device manufacturers and FDA were

responding to these problems.3

Our focus was thus the communications network rather than

individual devices, and we wera looking at the likLlihood of

getting timely information on problems rat%er than at the problems

themselves.

We surveyed hospital personnel working in a nationally

representative sample of community hospitals.4 We asked

3GAO, Federal Regulation of Medical Devices -- Problems Still To Be
Overcome, GAO/HRD-83-53 (Washington, D.C.: September 1983).

4Community hospitals include all nonfederal, short-term, general
and other special hospitals. They represent 65 percent of all
hospitals in the United States and 76 percent of all acute-care
community facilities. We excluded long-term-care facilities and
hospitals with fewer than 50 beds because of the limited number of
devices routinely used in these facilities. Eighty-one percent

2
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respondents about their experience of safety with 1 of 10 devices

in a sample we selected and about the actions they had taken with

regard to specific problems they had nad.5 And if one of the

actions they had reported was to notify an organization outside

the hospital (device manufacturer, device distributor, FDA, or some

other), we then contacted the organizations that had been notified.

We repeated this procedure with each organization until we found

that the report of the problem had reached FDA or until an

,organization indicated that it had not received or had not

forwarded the message about the problem. Generalizing from the

sample, we identified 1,175 separate problems.6

(1,651) of the 2,038 that received cur initial screening
questionnaires returned at least one questionnaire. Seventy-eight
percent of the individuals who identified a problem on the
screening questionnaire and received ovr second, more detailed
questionnaire returned it.

5We used what is known as an "extreme case strategy" to select the
sample of 10 devices. Since thousands of devices are in use and
our resources were limited, we focused on devices that a panel of
experts believed were sufficiently problematic to have led to
problems and continuing information transmissions within the
postmarketing surveillance system. This strategy allowed us to
maximize our knances of obtaining reports of problems and of
following their communications through the system. The devices
selected were replacement heart valve, intraocular lens,
hemodialysis system and accessories, tracheal tube and inflatable
tracheal tube cuff, infusion pumo and controller, anesthesia gas
machine, infant radiant warmer, electrosurgical cutting and
coagulation device and accessories, pneumatic tourniquet, and
arrhythmia detector and alarm.

6The 1,175 problems that are discussed in this testimony represent
the number of problems that we would have obtained if we had sent
questionnaires to the universe of all hospitals asking for one
significant problem from each hospital. The sampling error is 115.
This means that with repeated sample,. of this size, one could
expect 95 of 100 times that the total number of problems woul'i
range from 1,060 to 1,290.
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My remarks today will focus, first, on the nature and extent

of the information associated with medical-device problems that

flowed from hospitals to device manufacturers and from device

manufacturers to FDA and, second, on the impact that this

information flow has on FDA's ability to ensure the safety of

marketed medical devices.

THE P2OBLEMS IDENTIFIED BY HOSPITAL PERSL.NEL

In our survey, hospital personnel indicated awareness o'

medical-device problems with each device in our sample of 10

devices. These problems ranged fro. relatively minor inc4dents,

with no adverse effe,:ts on patients, to an incident associated with

the death of a patient. For the 10 devices we studied, actual

injuries to patients were associated with 9 percent of the problems

identified. The potential for serious injury or death was reported

in 37 percent of the cases.

Patients' burns were the most frequent type of injury, at 35

percent, but no other single type of injury (e.g., shock or

lacerations) accounted for more than 7 percent of the reported

injuries.

The largest proportion of the problems associated with our

sample of medical devices, 28 percent, occurred in the operating

room of a hospital. This was followed by intensive care units,

4
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21 percent, and 18 percent on the general care floors of the

hospitals.

The hospital personnel cited wear and deterioration of the

devices as the sole or major cause of the problem in about one

third of the cases. Other frequently cited causes were defective

components, design flaws, and improper use.

FDA's Communications Network

The four main channels through which FDA can receive

information about problems with devices are (1) directly from

hospitals; (2) through FDA's problem reporting Program, operated by

the United States Pharmacopeia Convention (USPC); (3) through

third-party monitoring organizations; and (4) through device

manufacturers and independent distributors.

We found a severe reduction or "funneling' effect in the

nature and amount of information as it moved from the point at

which the problems occurred in the hospitals to the point at which

messages were transmitted or received by device manufacturers, FDA,

and others. Overall, of the 1,175 problems associated with devices

that were identified in our survey, only 593, or about 51 percent,

were reoorted to any organization outside the hospitals.

Specifically, in the first channel we found that no

information flowed into the network for at least 41 percent of the
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incidents hospital personnel identified (Perhaps more, if the

"don't knows' are accounted for). The second channel, from the

hospitals directly to FDA or through USPC, was very seldom used.

The third channel, through third-party .rganizations, provided no

information to FDA, even though slightly more than 8 percent of the

hospital reports were sent into this channel. Finally, only the

fourth channel, through the manufacturers and independent

distributors, accounted for many reports. Although our hospital

respondents indicated that they sent 46 percent of their external

reports into this channel, a closer analysis of the data showed

that the information flow was not quite so direct. One or more

intermediaries, such as sales representatives, cften cone between a

hospital and a manufacturer's headquarters; blockages and

breakdowns in the flow of information could and did occur.? When

we went to the manufacturers, we found that only 12 percent of the

incidents were recorded in their central files.

The sparse records of problems with devices in the

manufacturers' files may be partially explained by how messages are

diffused after they leave the hospitals. For example, 54 percent

of the reports in the manufacturers' channel went only to regional

7PDA distinguishes between two categories of medical-device
distributor. Manufacturers are referred to as 'distributors' and
are subject to the medical-device reporting rule. Companies that
are not wholly owned are referred to as 'independent distributors'
and are not subject to the rule. About 80 percent of the surveys
returned to us were identified as transmittals to a manufacturer or
distributor that was a wholly owned subsidiary of the device
manufacturer, and about 12 percent were transmitted to independent
distributors.

6
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offices, and they may not have been forwarded to a main office. In

another example, we found that 12 percent of the hospital reports

intended for manufacturers really went to independent distrib.-Jrs,

and some of these messages may not have been passed along to the

manufacturers. While other examples could be given, the point is

that there are a num of pllces in the communications network

where a message might stop.

The net result is that from all four main channels through

Which FDA receives information, less than 1 percent of the problems

in our sample were ultimately recorded in FDA's files.

Selective Reporting of Types of iroblems

We found what appears to be a certain amount of selective

rept:ting in the 51 percent of problems that were reported outside

the hospitals.. For example, when a problem involved an injury to a

patient, an outside report was less likel7 tm ta =dm than if no

injury to a patient were involved. Among the unreported incidents

uncovered in our study was the one that involved the death of a

patient.

We also discovered that how the cause of a problem was cited

was related to whether or not the problem was reported outside the

hospital. For example, we found that problems that were believed

to have been caused by weer or deterioration were the least likely

to be reported. This suggests that problems associated with older

7
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devi:es may ^cm be reported outside the hospitals. Another factor

exerting a powerful influence on reporting was the existence of a

manufacturer's warranty, service contract, or exchange agreement.

The reporting rate of devices that were covered by these agreements

was almost twice that of devices that were not covered.

We alto sought to look at the means by which reports of

incidents with devices were transmitted, and we found that some 83

percent of tae reports from hospitals to outside- organizations were

transmitted orally. Sine no standard reporting procedures, forms,

or formats are required, ve can only speculate on the quality of

the information, and the possible distortion in the oral

information, that was passed along. In sum, our study shows that

reporting on device-associated problems that the hospitals

themselves voluntarily selected as significant was cut in half at

the source -- and most of what did eserge was not formally.

documented.

CODCLDSIONS

FDA can receive early warning of problems with medical devices

only if information flows effectively from the hospitals along the

various channels of the communications network. Most importantly,

FDA learns of less than 1 percent of the medical-device problems in

hospitals. About 9 percent of these problems are associated with

injuries, and 37 percent are associated with potential serious

injury or death. Taking these findings together, we conclude that

8
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important problems with medical devices are unknown to FDA because

the communications network between the hospitals and FDA does not

work very well.

We realize that 100-percent reporting is not necessary to

enable the agency to make appropriate postmarketing regulatory

decisions and that it is the agency's role to determine the level

of reporting that is required in order to establish the nature and

scope of problems related to medical devices. However, we believe

that the reporting of serious events, such as those described in

the medical-device reporting rule, are the most important for the

agency to hear about, and we found in our study that those serious

events were the least likely to be reported outside the hospitals.

Indeed, whether one considers serious or nonserious events, it is

clear that if less than 1 percent of the reports of problems are

reaching FDA, the early warning system is in need of improvement.

Further, these gaps in the flow of information raise important

questions about the nature and scope of problems that can be

identified by the regulation.

In response to the comments HHS made on our report, we agreed

that the medical-device .eporting rule may be a necessary first

step in improving the severe underreporting of medical- device

problems and in increasing the overall effectiveness of FDA's

Postmarketinq surveillance system. However, we believe thin rule

is not sufficient. We indicated to HHS that it is reasonable to

9
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expect the implementation of the medical-device reporting rule to

augment the number of reports that are sent to FDA, but since our

study did not include a specific evaluation of the rule, we could

not empirically assess its effect. We also pointed out that the

medical-device reporting rule does not currently require reporting

by independent distributors of medical devices, yet our findings

show that the distributors are an important link in communications,

that they are notified of the occurrence of problems, and that

often they do not transmit this information to manufacturers or

FDA. This finding supports the need to include the independent

distributors in the mandatory reporting scheme.

Solutions to rectify weaknesses in the network should consider

the network as a whole rather than trying to repair or strengthen a

single link within it. For a first step toward strengthening the

whole network, we have recommended to BUS that independent

distributors of medical devices be required to report information

about problems to manufacturers, just as manufacturers are required

to report to FDA under the medical-device reporting rule. Since

our study found that more than 50 percent of the hospital personnel

o I not know they could report problems directly to FDA or to FDA

through USPC, we also recommended the establishment of a more

effective cooperative relationship with professional health

organizations, in order to develop and distribute educational

materials for hospital personnel on FDA's need for early warning

information and on how to report medical-device problems.

10
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In addition, we recommended that FDA explore the possibility

of establishing a voluntary, postnarketing surveillance system

involving a representative sample of hospitals that would report

directly to device manufacturers. We made this recommendation

because of the void we found in the information on problems with

medical devices, the potential harm to the public that could ensue,

recent initiatives taken by the Joint Commission on Accreditation

of Hospitals, and the extremely cooperative attitude hospitals

expressed to us while we were conducting this study.

This concludes my prepared statement. I will be happy to

answer any questions you or other members of the Subcommittee hay.t.

11
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Mr. WAXMAN. Is Dr. Chan going to testify independently or is he
here to answer questions?

Ms. CHELIMSKY. No, he wasn't going to testify.
Mr. WAXMAN. You found that less than 1 percent of the medical

device problems in hospitals over reach the FDA. I understand that
your study was conducted before FDA's new mandatory reporting
rule called MDR went into effect.

Ms. CHELIMSKY. That is right.
Mr. WAXMAN. Will MDR solve the problems your study identi-

fied?
Ms. CHELIMSKY I don't think so. I think it certainly up the

number of reports, but the real issue, with 1 percent number that
we found, is the proportion that get there. When you i alize that
DEN was already in exister4e, it's clear they were getting some re-
ports. The real point is that when we went and traced the number
that we were told about, we found they didn't get to FDA. So what
that tells you is you have got users that need to report and don't,
you have a large number of reports going to individual distributors
that are not going to manufacturers, and we also found that they
were going to regional offices of manufacturers rather than central
offices.

There is a kind of ad hoc quality to this system that means that
at about 15 different points in that communications network, it
could break down. So simply strengthening the node between the
manufacturers and FDA is just going to give you that segment of
the communications network. The others are not strengthened
thereby.

Mr. WAXMAN. What percentage do you think that might be?
Ms. CHELLMSKY. It would be very hard to tell. You can't make

any generalization from our study to the overall number of prob-
lems. We just took 10 devices, so we only know what we 'can esti-
mate for those devices. You couldn't really generalize from that to
the universe of all problems with all devices.

You have to remember also that we picked devices that were
likely to have probl, -ns. I think the great majority of devices don't
have problems.

Mr. WAXMAN. Now, you told us that there was selective report-
ing by hospitals. It particularly concerns me that the more serious
an incident is with a medical de-rice, the less likely hospitals are toreport it, which is what you told us. Do you have an explanation
for this? Why wouldn't hospitals be reporting device problems in-
volving injuries or death?

Ms. CHELIMSKY. I think we can't really answer that question. We
would have to lend intentions to people who basically were cooper-
ating with us, telling us what they had found, and then, of course,
we went and validated what was reported, to see what, in fact, was
communicated further on.

What we are showing you is empirical results. Basically, they
told us 46 percent of identified problems with devices went to man-
ufacturers and distributors, and we only found 12 percent. What
seems to determine more than anything that something gets re-ported is that there is a warranty on it. That may tell you what
criterion is being used.
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Mr. WAXMAN. Dr. Chan, do you want to comment on this? I
would think there is a fine line sometimes between a problem with
a device and a misuse of that device.

Ms. CHELIMSXY. Exactly.
Mr. WAXMAN. So I would think that if there is a fear that they

are going to be accused of a misuse of a device or in fact there was
a misuse of the device that could lead to a lawsuit, that they don't
particularly want that reported. Do you have any comment?

Ms. CHELIMSKY. That could be the reason, but we don't have data
on that.

Mr. WAXMAN. You don't have data on it.
Mr. CHAN. One interesting observation I can make is that even

in our method, we found people were giving us over 30 percent of
cases where there was potential misuse, and it is so fascinating
that they would tell us that.

The second comment I can make is that we also did an independ
ent, separate questionnaire and asked them, not following the data
and incidence but rather asking the people who respond to the
question what are some of the incentives and disincentives for re-
porting or not reporting to FDA or the manufacturer, and we ob-
served that they said the seriousness of events would be the great-
est incentive for reporting. What we found in the actual data base
speaks differently.

So that is the only observation I give you. There is a natural re-
sponse when we ask them the reasons why, and yet in actuality, it
is not the same thing.

Mr. WAXMAN. Even if we can greatly increase the proportion of
devices that FDA reviews for safety and effectiveness, we know
that most devices are likely to continue to get on the market
through the 510(k) process, so it seems critical that we have the
post-marketing system for reporting defects to be as effective as
possible. Shouldn't all the links in the network, including hospitals
and distributors, be reporting?

Ms. CHELIMSKY. I think they should be reported. The real ques-
tion hinges on whether it should be mandatory or not. I guess my
sense is thatbased on FDA's experience but also based on the co-
operation that we found in doing the study, where we had wonder
ful cooperation from hospital personnel that we really didn't
expectmy sense is that we could try a voluntary system. I cer-
tainly think you have to have some system.

I don't think it is possible to leave the users out of the network.
We wouldn't be capturing the most important things if we left
them out. But I think a voluntary system would probably be much
more acceptable. It would probably be easier for FDA to impose,
and it seems to me that if it didn t work, we could then move to
something more stringent.

But based on their experience in 1980, the,, were able to try it,
and it does seem to me that it is a real possroility and we ought to
at least give it a chance to work. Other people have done it. You
know, we looked at another group of agencies that had similar
hazard problems and how they went about collecting incidence
data on them, and one of the systems that we looked at, the NEISS
network, used a voluntary system quite successfully with a proba-
bility sample. So that in fact, you can really with a minimum of
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burden on the hospitals really get it. It seems to me it is worth
trying. That is the basis for our

Mr. WAXMAN. Because we have a voluntary system now for re-
porting and it hasn't worked.

Ms. CHELIMSKY. Well, we have a voluntary system but we don't
have a probability sample. It is not a well-structured, carefully run-
ning, very much pushed program. It is very different, what NEISS
has and what some of the others do.

Mr. WAXMAN. What is NEISS?
Ms. Cinanasxv. What does NEISS stand for? I can never remem-

ber that.
Mr. CHAN. It is National Accident Sampling System under the

National Highway Traffic Safety. NASS.
Ms. CHELIMSKY. No, that's not the one. It's NEISS. There are so

many of these acronyms that you have to deal with. It's the Na-
tional Electronic Injury Surveillance System, not the accident one.

Mr. WAXMAN. Fine. We will look at that and see what we can
learn.

Ms. CHELIMSKY. You will find a description of it in our report
with the reasons why we recommended a voluntary system. Pa.-
haps it is unnessary to be so concerned about the burden on the
hospitals, but it does seem to me they do have a lot of burdens of
reporting, and if one could do it voluntarily, it would probably
work. You certa my can't leave the hospitals out. At present it is
tantamount to le wing them out.

Mr. WAXMAN. Thank you for that suggestion.
Mr. Ferguson and Mr. Cook, it seems like the devices you listed

are all devices for which you are seeking approval but not through
a 510(k) process; is that correct?

Mr. FERGUSON. Yes. We were primarily concerned with the pre-
market approval, and most NR products are all Class III.

Mr. WAXMAN. Why aren't you going through a 510(k) process? Is
it because they are new, innovative devices and not substantiely
equivalent to anything else that is on the market?

Mr. FERGUSON. Several of them are new, innovative products so
we are working on those, and the second one is if they are, I think,
of a nature that even if you said they were substantially equiva-
lent, they needed to go thruugh the premarket process, according
to the FDA.

Mr. WAXMAN. I'm sorr3 . The last part was you don't think they
would qualify for a 510(k)?

Mr. FERGUSON. No.
Mr. WAXMAN. I see.
I wanted to ask you about the regulatory patents area. You were

critical of it. You referred to the fact that it can be so time consum-
ing and expensive to get a device approved by FDA that those who
have done so often face little or no competition. So once a manufac-
turer has gone through the PMA process, it would oppose letting
similar products on the market through a substantie. equivalence
test or moving devices into lower risk classes even where that
would be appropriate.

It seems rather ironic that products can be declared substantially
equivalent to old medical devices but not to new ones because of
purely economic concerns. Let me state that the regulatory patent
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syndrome can hamper meaningful regulatory form. Companies that
have them do not like to give them up and seem to feel entitled to
them. Do you think they should?

Or to put it anofher way, do you think that Fl which is a
health and safety regulator, not an economic regulator, should be
required to do premarket approvals for Low risk devices simply be-
cause some manufacturers once had to get premarket approval and
now want to make everyone else do it?

Mr. FERGUSON. Well, we obviously believe that the free ma.
ought to determine, and the point that we are all trying to ac coir.
plish is to improve the health care of the Nation. Just because you
have a product that you have taken through the process doesn't
mean that you ought to be protected from a new, competitive prod-
uct which is better coming on the market, if that answers your
question.

Mr. WAXMAN. Yes. Your opening comments, I think, highlighted
the dilemma that we have. Certainly we want the public to get all
these devices because so many of them are going to be so valuable
saving lives; on the other hand, we want to make sure that these
devices are safe and effective.

You put it in terms of 100 percent effectiveness being the re-
quirement. I think that what might look like 100 percent to you
may look somewhat different to FDA or to a consumer using the
product. We want to have some sense that these products have
been scrutinized before they are on the market.

Do you think that they ought to go right onto the market with-
out FDA approval?

Mr. FERGUSON. No. We see two or three problems with the cur-
rent system. One is that, just as a comment, safe and effective, we
are thinking more in terms of risk-benefit. Obviously, in the case of
a patient who has a brain tumor and is going to be dead within a
matter of weeks, an alternative treatment, even though it may
only have a 50-50 chance, is much better than the 100 percent
chance of death. This is a different category.

We also see that even if you do, as has been pointed out '13, other
witnesses, a total premarket approval, that doesn't necessarily
mean there are not going to be problems. Also, we see that a lot of
problems occur in the scaleup, and that maybe the emphasis is not
in what happens before it goes on the market but that area when
you go from the model to production. We see that that is really a
difficult hurdle to get over in the production process. There you
have problems, and we think there ought to be more emphasis in
that area rather than back before.

I would say the other thing is that
Mr. WAXMAN. How would FDA handle something like that?
Mr. FERGUSON. They have good manufacturing practices now,

and a similar type of procedure in terms of you ought to file and go
through a process of saying we are going to go from this to scaleup,
and therefore here is how we are going to do it and here is how we
are going to manufacture. When you go from the model to the
mass production, that causes a lot of the problems.

Some of the problems we have heard about today, it wouldn't
make any difference if there were a premarket because they have
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either been quality control or overuse of the devke and longevity,
which is not going to solve, obviously, reporting.

But our overall feeling is that yes, products ought to go through
the process, and we are not saying that, and they ought to be safe
and effective and there ought to be some weighing of the risk and
the benefit, but it is very difficult for the personnel at FDA to
know as much as the manufacturer does in the development of a
product. The state of thc, technology and the nature of it is that
products are so complicated that they need to have the expertise
out there, and to have them involved in every little decision and
every chance and every change during the developmental process
really slows it down.

They ought to let us develop the product, go through the proce-
dure, through the premarket approval, file with them, show them
what we are going to do, do it, come back to them and say here is
what our results are and here is how we are going to scale up. But
don't get involved in every decision because I don't think personal-
ly they are ever going to be able to e:iminate all the problems or be
knowledgeable enough to hendle them.

Mr. WAXMAN. I don't believe they will eliminate all the prob-
lems, but we want them to be knowledgeable enough to, at least for
those devion that offer a threat to life, be able to give some sense
that this has been reviewed by the experts at the governmental
level so they have sense that it is going to be reasonably safe and
effective. No drug or device is 100 percent safe or effective. There is
always a risk-benefit concern, given each individual patient's needs
at the moment and evaluating whether to go for one process or an-
other or one device or one drug or another. There are no absolute
assurances with these things.

I appreciate your suggestions and we will want to look at them
very carefully and review them to see how we can mRke this whole
medical device law serve both purposes: to protect the public from
unsafe, ineffective devices, but also to get these devices to the
people who need them.

Mr. FERGUSON. We agree. We don't want unsafe devices out
there because it affects us and it affects everyone. We do think
there needs to be some more emphasis placed on the scaleup provi-
sion, the premarket, and we need to get these devices out to the
public because they are the ones that are losing if we don't get
them to the patient.

Mr. WAXMAN. Thank you very much. We appreciate your testi-
mony.

Our next witness will be Mr. James Benson, Deputy Director of
the Center for Devices and Radiological Health at the Food and
Drug. Administration. I would like to have Mr. Benson come for-
ward.

While Mr. Benson is taking his seat, let me mention the circum-
stances under which he appears. Although we had invited FDA
some time ago, we understand that Mr. Benson is a last-minute
player at this hearing and has had no opportunity to prepare a
written statement.

As I understand it, Mr. Benson, you are not in a position to re-
spond to questions relating to future budgets or specific legislative
proposals.
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We certainly appreciate your appearance, and we will keep the
record" open for any further written statement that you wish to
submit.

But before we turn to questions, do you have any comments that
you want to make?

STATEMENT OF JAMES S. BENSON, DEPUTY DIRECTOR, CENTER
FOR DEVICES AND RADIOLOGICAL HEALTH, FOOD AND DRUG
ADMINISTRATION, DEPARTMENT OF HEALTH AND HUMAN
SERVICES

Mr. BENSON. Let me thank you for the invitation, whether it was
last-minute or not. I appreciate the opportunity of being here.

I don't have a formal statement, as you pointed out. However, I
am prepared and welcome the opportunity to discuss with you the
workload situation in our medical device program. I would also be
pleased to share with you the actions we've taken to deal with
some of the workload-related problems facing us, as well as the
progress we've made in alleviating workload burdens and improv-
ing the overall efficiency of the program.

For Wiles other than those relating to program workload, and
including those, in fact, we'd be happy to provide for the record
any information that you or the subcommittee feels is necessary
and germane to this morning's hearing.

Let me also say that with me at the table here are Mr. Thomas
Scar lett, who is Chief Counsel for FDA, and Mr. Robert Eccleston,
who is Assistant Director of our Center.

I would rather just go ahead with questions, Mr. Waxman.
Mr. WAXMAN. Well, we heard complaints from several consumers

about a number of medical devices earlier this morning, and w.th-
out asking you anything about the specifics of those cases, I would
like you to explain one point.

Assume that we are factually correct in stating that all of these
devices either were Class III or Class H devices. Assume further
that we're factually correct in stating that none of these devices
went through premarket approval or complies with a performance
standard. They simply passed through the 510(k) process based on
their substantial equivalence to other products already on the
market.

Can you explain how this occurs? I'm not sure that everyone who
is here understands that process.

Mr. BENSON. OK. I'd be happy to attempt to.
The agency receives on the order of 5,000 applications or notifica-

tions for products coming to market annually, the so-called 510(k)'s.
We receive on the order of 100 premarket applications, which
relate to post-amendments Class III products. On average, it takes
us 1,200 staff hours to review a PMA, but about 20 hours to review
a 510(k), and so basically that's why that distinction is so very im-
portant.

One thing I would like to point out that I think may be a little
bit misleading from some of the statements that I've heard this
morning, is that the 510(k) process is not simply a determination of
equivalence, and nothing more.
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We basicallyand frankly, as a result of some of the hearings
that we've had in the part have taken a very hard look at the
510(k) process. Only recently have we been able to get some guid-
ance into the hands of the reviewers and, in turn, into the hands of
manufacturers and anyone else that's interested. That guidance ba-
sically says that a new product must be at least as safe as and as
efficacious as prior products on the market.

If we have any questions about thatand the first thing we look
at is whether this indicationthat is, the indication for useis any
different from that for a prior product, and does it raise any safety
questions?

If it does, then we would automatically turn it down. If the prod-
uct gets through that gatethat is, the indication gateand we
see changes in the tec:ology that the product utilizes that raise
safety questions, it again would be turned down. If we have ques-
tions about either of those two things, we ask for data from the
manufacturer. Often this is clinical data. So for many 510(k)'s that
come throughespecially for life-sustaining products, the pacemak-
er type productswe would definitely reauire information such as
clinical and pretesting data and so on.

But if I may, let me also comment on
Mr. WAXMAN. Before you move off that issue, let me offer my

opinion. It doesn't make sense to have a process in which most de-
vices go onto the marketnot by being found safe and effective
but by being found only as safe and effective as some device pro-
duced over a decade ago.

Wouldn't it make sense for FDA to have the authority to require
that a later product be somewhat safer than an earlier product
that was now essentially outdated?

Mr. BENSON. Well, I think a.; the tech.iology evolves, that we
would always want to be moving in the direction of increased
safety. So something like that does make sense to me, yes.

Mr. WAXMAN. And, of course, the 510(k) process, the way you're
interpreting it, allows you to look at those other technological ad-
vances to establish safety, not just the equivalence to a previous
device on the market; is that correct?

Mr. BENSON. I would say that we have that ability, and certainly
if there are safety questions, we could take action.

Mr. WAXMAN. But the bottomline test is still the safety and ef-
fectiveness of the original device; isn't that correct?

Mr. BENSON. That is true, yes.
Mr. WAXMAN. So we have this murky area where you have to

look at the original device, whether it's safe and effective, and then
this new device, whether it's equivalent to it, even though there
could have been a good number of technological innovations which
could make it safer. We ought to make sure that we're holding
them to the safer standard, not the antiquated standard that once
was considered safe because that was the best we could do.

Mr. BENSON. Yes.
Mr. WAXMAN. You were going to comment on some other area.
Mr. BENSON. I just wanted to point out, based on the videotape

presentation this morning and your comments afterward, I wanted
to assure you that we will go back and look at that pro duct specifi-
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tally to see if it is, in fact, on the market illegally, as I think you
suggested if I heard you right, We'll certainly check that out.

Mr. WAXMAN. We heard earlier about an incubator that appar-
ently was on the market prior to 1976 and was still being used in
1981 when tragedy struck.

Without commenting on that particular case, if you look at the
chartsif you look at Chart No. 4, which is the premarket approv-
al backlog, and 5, which is the performance standard backlog
until the FDA revie-vs pre-1976 Class III devices for safety and ef-
fectiveness or writes performance standards for the old Class II de
vices, new products will continue to get on the market simply by
being substantially equivalent to those old ones under the current
law, and this will continue year after year, even long after all
those old devices are no longer being sold; in fact, until FDA regu-
lates the old devices; isn't that correct?

Do you believe this situation should continue indefinitely? Fifty
years from now, should we be comparing devices to pre-1976 de-
vices?

Mr. BENSON. No, sir, I don't. I think that the premarket Class III
products are ones that cause concern. As the chart showsand, by
the way, I think N equals 1 on the righthand column, but that's
not a significant impact, I would agreewe are looking at that
group of products. We have identified 12 products for which we're
considering calling for premarket approvals and basically we'd like
to get on with that.

We have to do it in a very metered, very measured way, because
I think we estimate, if all the pre-Amendments products were
called for, that we'd get something on the order of 1,000 PMA's. We
don't know exactly, but something on that order. The workload for
this I think is around 150 staff years. It may even be more than
that; I don't have those figures in front of me.

I think at the same time that, perhaps through post-market sur-
veillance activities, we need also to pay very close attention to
those products to see if there are problems.

I think the saving point there is that the products have been out
there awhile. We do have postmarket data on them and, if neces-
sary, could take action based on that information. It's certainly not
as thorough as premarket approval, but not lacking either.

Mr. WAXMAN. Other than the fact that roughly 50 to 100 devices
a year have to go through premarket approval, aren't things pretty
much the same for most manufacturers today as they were before
the 1976 law was passed?

Before that law was passed, FDA could seize dangerous goods in
the marketplace. The only thing it lac- .ed was premarket approval,
yet the agency only uses premarket )proval for a few devices. So
little really has changed.

Mr. BENSON. I think they are vastly different. I think on the
grand scale, just the awareness of the importance of quality con-
trol, quality assurance, that. has resulted from the Device Amend-
ments makes a difference.

There are specific programs like that for Good Manufacturing
Practices, which I'm surprised and delighted to report that the in-
dustry in general supports. In factI've talked to some of the regu-
latory affairs people and some of the people in the plants, and they
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genuinely feel that it has helped them improve their quality. I
think we're going to see more growth in that area as we begin to
look at things like design validation, something that's not specifi-
cally covered in the regulation, but something that many manufac-
turers are concerned with.

Certainly a program that you were instrumental in getting us
rolling on was the mandatory reporting program, which also causes
a great difference in the way that industry looks at their products.
I think that's borne out if you look at your recall chart over there.

So I think there's a great deal of difference. I think some of the
educational programs that we're beginning to get into place also
make a difference. And there are many other areas that we could
go into in more depth.

Mr. WAXMAN. I realize you're not in a position to discuss specific
legislative proposals, but let me just ask you generally: Without
some fundamental change in the law, aren't we likely to be here 10
years from now holding essentially the same hearing with essen-
tially the same charts?

Mr. BENSON. Let me digress a minute on that question. Wh.3n I
became associated with the medical device programstarting back
in 1982 I think it was fairly clear to me coming in fresh that
there were severe problems. Certainly those problems were illus-
trated in the various oversight hearings that have been held. And I
think that the conclusion that many of us came to very rapidly was
that we needed either to chang° 'he law or we needed to change
the practices that were presently in place.

And I think that we have made a lot of progress toward chang-
ing those practices, and so I feel very good about that versonally,
and I think organizationally we're proud of the changes that have
been matte.

On the other hand, I think that if you look at the overall staffing
of the Federal Government, FDA included, going back over the
past 5 years or so, FDA's staffing has diminishedI don't know
what it is; something on the order of 5 percent. Our center's staff-
ing over roughly the same time period has also diminished by
about the same percentage.

We feel very fortunate that in the last year or so the Commis-
sioner has been able to increase our staff by about 40 staff years,
and we look forward to some modest increases in the future. But I
think that because of all the programs that we see coming down,
we've had a workload increase of something like 115 percent in
some areas in that same period of time with applications. We've
had new programs that have come alongMDR, the pacemaker
registry. The fact that we're trying to pay more attention to our
science base, the fact that we're trying to get educational programs
off the ground, and so onmeans that in a lot of these areas you're
not going to see strong improvement, and mandatory performance
standards is a good example.

I would think that, if I have anything to do with it, you'll see a
few mandatory standards in place at the end of that 10-year period,
but you're not going to see a significant dent in the backlog that
the chart illustrates.
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Mr. WAXMAN. OK. Thank you very much for your testimony to
us. We look forward to working with you and FDA in looking at
legislation.

Mr. BENSON. Thank you, and thank you for having us.
Mr. WAXMAN. Let me ask if Mr. James Young has arrived? If

you could come forward. Good.
Welcome to the subcommittee meeting. I understand you've just

arrived from Florida this morning.
What we'd like to ask you to do is to take 5 minutes and tell usabout your medical device experience to us, so it will be helpful aswe evaluate the medical device legislation.

STATEMENT OF JAMES YOUNG, SARASOTA, FL.
Mr. YOUNG. OK. Good morning.
Mr. WAXMAN. On the base of that mike, there's a button, if youwould push it forward.
Mr. YOUNG. Good morning. As you know, my name is James

Young, and I'm from Florida by way of Boston, MA where I spent
all my working years. I retired in 1971 and went to Florida, but
found that my pension wasn't enough, so I was semi-retired once I
got to Florida. I took a part-time job there.

In 1971, I had a partial knee replacement on my right knee, and
this, we knew at the time, was only for a limited duration. I wasvery fortunate that it lasted 8 years.

In 1984, both knees gave oat, and I had to have both knees with
total replacements. Quite painful, as I found out. In order to reha-
bilitate, they put you on a machine which automatically brings
your leg up and down, up and down, night and day while you're in
the hospital. And I finally got to the point where I had to ask them
to take me off the machines, the pain was too great.

I came out of those two operationsI was in there for about 3weeks, I think. They did one, and 7 days later they did the other
one. And it took about, oh, 5 to 6 months before I was able to get
back on my job in 1984.

In 1985, I think it was August of 1985, the left knee failed. The
prosthesis that they put in there failed. And while I was in the hos-
pital, my doctor came in, and he told me that Dow Chemical told
me not to worry about the expense; they were going to take care ofit.

When I got back on my feet somewhat after I left the hospital, I
had a meeting with a representative from Dow in my doctor's
office. And trying to be a good Joe, I told them that if they would
take care of my missing wages and the difference betweca what myinsurance company would pay for the operations and what the
total bill was, I would be happy. I think it cost them something like
$1700, something like that, for an operation that probQbly would
cost around $10,000, and a good portion of the $1,700 was my lostwages.

Now it went along OK, mid then I was oat there for about 4
months, and I xent back to part-time. I could not do the hours that
I had before. I was on limited hours at that time. And then in July
1986, the right knee failed.
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That's when I got mad, and I got my attorney to see if he could
find out something for me, and he said that he had learned from
your subcommittee staff that there was no pretesting of these parts
that were put in my body. And this really disturbed me, because
I'd been through a lot of pain and a lot of rehabilitation.

And I recovered from that 3ne somewhat. That was in July 1986,
and I was about ready to get back to work when in August the left
knee had to have what they call a lateral release, which had been
operated on in 1985. And I just felt like they ought to put zippers
in my knees. They kept going back and forth all the time.

The doctor felt that the lateral release was needed because of the
two operations on that knee, and he said perhaps the stress of
trying to favor the right knee also had something to do with
having to go back in on the left knee.

I just can't unuerstand the FDA not testing this product before it
goes into the human body. It makes me feel that the human body
well, we're just nothing but a bunch of guinea pigs, and so let's try
it out on this guy, see if it works. They never did tell me when they
came to the doctor's office to settle on the first one in 1985, they
never did tell me that there was a good possibility that the left one
was going to fail.

And so I just can't understand why the FDA does not have pre-
testing before these things are put on the market.

Mr. WAXMAN. Well, we checked the regulatory status of the Lucy
Patella implants, which is what you had, with the FDA. As with
other devices we heard about this morning, these devices fall into
Class III, the group that FDA has designated as requiring premar
ket approval.

Again, as with these other devices we've heard about, these prod-
ucts have never gone through premarket approval. Instead, they
got onto the market by claiming to be substantially equivalent to
devices already on the market.

That's what we're looking into this morning, whether that loop-
hole which allows them to establish that they are substantially
equivalent to some other device, should be continued as a bootstrap
in the way it has been for devices to go on the market, be implant-
ed in people, without a premarket scrutiny, which you would think
these kinds of devices deserve.

Mr. YOUNG. Well, I feel that I've had three more operations than
I should have had. And as you well know, any time anybody goes
under anesthesia, their life is in danger, and I feel that my life has
been endangered three more times than a should have been.

Mr. WAXMAN. Well, I went to thank you very much for coming
all this way to share this .ith us. I think it's helpful for us t.) un-
derstand this whole medical device issue in the human perspective
of w:iat happens to people, in not just the academic sense of, "Well,
we'll make some kind of substantial equivalence, and isn't that
good enough," because obviously in your case and in other cases, it
doesn't appear that it was good enough. And you expected, as
others expect, that the Food and Drug Administration is protecting
you from drugs and devices that may not be safe and effective.

Thank you very much for coming here koday,
Mr. YOUNG. Thank you.
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Mr. VvAXMAN. That concludes the hearing this morning. We
stand adjourned.

[Whereupon, at 12 noon, the hearing was adjourned.]
[The following statement was submitted for the record:]
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STATEMENT OF GERRY SIKORSKI

June 16, 1987

Mr. Chairman:

Thank you for holding open the record of the May 4 hearing of the
House Energy and Commerce Committee's Subcommittee on Health and
the Environment. As you know, my schedule kept me from being in
attendance. This hearing, which focused on medical device product
problems and the FDA's product approval process, raised significant
policy issues, and I look forward to working with you in this very
important area.

After this hearing took place, it came to my attention that one of
the witnesses -- Mrs. Pam Taylor, the mother of a young girl who
had received a pacemaker implant -- made certain statements
regarding the performance of a pacemaker lead that do not appear to
be supported by the facts. The lead in question (Model 4951) was
manufactured by Medtronic, an industry leader, which is
headquartered in Minnesota. Mrs. Taylor told the Subcommittee that
this Medtronic lead, which had been implanted in her daughter,
Jessica, failed, and that it was defective. I wtuld like the
Subcommittee to know that our information is that the Medtronic
Model 4951 lead has an excellent performance record, and that the
problems experienced by M:m. Taylor's daughter appear to be
unrelated to the performance of this pacemaker lead.

A. I

would like to take this opportunity to submit a brief background_
paper, wnich outlines the facts of the situation. Appended to this
paper are three items bearing on the claims made by Mrs. Taylor at
his hearing:

A copy of the deposition of J. Terrance Davis, M.D., the
implanting physician, to the effect that the underlying cause
of the reoperative procedu.e was due to the intrinsic problem
of the patient's heart, not to any problem with the lead or
the pacemaker.

A statement by Robert G. Hauser, M.D., consultant to
Pacesetter Systems, Inc., the manufacturer of Jessica's
pacemaker, that "there is no reason to believe that the
Pacesetter pulse generator was at fault, that he leads were
at fault, or that the physicians were at fault."

A list of several articles by American and British physicians
with respect to the same phenomenon Jessica experienced
relati-4 to "Exit Block in Chi'dren with Pacemakers." Nearly
50% of pediatric patients experience the same problem of
fibrotic growth in the heart, rendering the lead and pacemaker
ineffectual, even though they are functioning perfectly.

Thank you again, Mr. Chairman, for allowing me to correct the
record.

39



The Model 4951 Unipolar Lead

Performance of the Model 4951 lead has been excellent.

- Returned product analyses show failures of less than
two-tenths of one percent (0.2%).

- Mc 10,000 of these leads have been implanted.

The Model 4951 lead was earket released in May 1982 through the
FDA's 510(k) product approval process.

The Patient /Treatment

Jessica Taylor, a nineteen-month old child, received e bipolar
:acesetter pulse generator (Pacemaker Model 226-6, Serial No.
15462), along with two (2) Medtronic leads (Model 4951-53, Serial
Nos. TF0010285R and TP0010272R) on October 25, 1982.

On October 10. 1983, the bipolar Pacesetter pulse generator that
had beer implanted in Jessica Taylor was replaced with a unipolar
Pacesetter pulse generator (Model 261, Serial No. 1001). It was
attached to one of the previously-implanted Medtronic 41951 leads
which was still functioning. The other Medtronic lead was capped
to avoid any unintended electrical contact, and was left implanted.
The record shows that there were no intraoperational complications,
and that the petient tolerated the procedure well.

Testimony /Response

Jessica Taylor's lead did not fail, as Jessica's mother testified
at the May 4 hearing of the House Energy and Commerce Committee's
Subcommittee on Health and the Environment.

The child's need for a re-implant was not the result of any
malfunction of either the Pacesetter pacemaker or the Medtronic
lead.

- A physiological reaction to a pacemaker lead frequently
occurs in pediatric patients. Because tissue response is
greater in growing children than in adults, the area where
the lead electrode has contact with the heart is subject to
a build-up of fibrotic tissue. At some point, exit block
may take place. This means that the amount of energy
needed to pace the heart exceeds the output of the
pacemaker, so that the heart cannot respond, even though
the pacing system functions perfectly.
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- As many as 50 percent of pediatric patients experience
complications of this nature. By contrast, relatively few
adults develop this fibrotic growth.

- The treating physician, Dr. J. Terrance Davis, testified
under oath that Jessica was experiencing the problem
described above. This problem is the result of common
physiological phenomena inherent in the heart itself, and
is not the result of any defect in the lead. (Attached is
a transcript of Dr. Davis' deposition.)

- Dr. Robert Hauser, an eminent pacing physician who has
reviewed the available records on behalf of Pacesetter, has
concurred with Dr. Davis' opinion. He stated that Jessica
had experienced a well-known complication of cardiac
pacing, and that her problems had not occurred as a result
of a defective product or improper care. (Attached is Dr.
Hauser's statement.)

- The best spokesperson on epicardial leads implanted in
pediatric patients is Dr. Paul C. Gillette of Charleston,
South Carolina. Dr. Gillette, the immediate past president
of the North American Society of Pacing ano
Electrophysiology (NASPE), presented several papers on this
subject at the annual NASPE meeting earlier this year.
(Attached is a listing of relevant articles by Dr. Gillette
and other experts on this matter.)

Jessica's mother testified at the May 4 hearing that the Model 4951
lead that had been implanted in her child shared the same
characteristics as another Medtronic lead - the Model 6972 lead -
which was the subject of a recall in 1984.

- She was mistaken. The only shared technology is the
polyurethane insulation of these leads.

- The Model 4951 lead is unipolar; the Model 6972 is bipolar.
The Model 4951 lead is epicardial; the Model 6972 lead is
transvenous. Further, the fixation characteristics of the
two leads are different: the Model 4951 lead is a "hooked"
lead; the Model 6972 lead is a "tined" lead.

- The 4951 lead was approved through the FDA's 510(k) product
approval process as a lead "substantially equivalent" to
two prior Medtronic leads, the Model 6972 lead and the
Model 6971 lead. This approval process does not equate the
lead implanted in Jessica with the product problem
associated with the Model 6972 lead. It should be noted
that the Model 6971 lead, in contrast .o the Model 6972
lead, has a record of excellent performance.

ror-iusloa

The Model 4951 lead that was implanted in Jessica has an excellent
performance record. It has proven itself to be a safe arl
effective lead based on a history of more than 10,000 implants.

Medical experts, including Jessica's own implanting physician, see
her situation as a physiological complication -- not an instance of
a product defect.

There is no reason to conclude that the FDA's 510(k) product
approval process led to the inappropriate or unwarranted
distribution of the Model 4951 lead.

398



394

k.....A:., ii

UNITED STATES DISTRICT COURT

NORTHERN DISTRICT OF OHIO

WESTERN DIVISION

JESSICA S. TAYLOR, et al., :

Plaintiffs,

vs. :

PACESETTER SYSTEMS, INC..
et al.,

Defendants.

Case No. C85-7235
Hon. Richard B. McQuade, Jr.

Deposition of J. TERRANCE DAVIS. M.D.. a

Witness herein, called by the Plaintiffs as if

upon Direct Examination under the Federal Rules

of Civil Procedure, taken before me.

Diane L. Perusek, Registered Professional

Reporter and Notary Public in and for the State

of Ohio. pursuant to agreement and stipulations

of Counsel as hereinafter set forth, at the

Medical College of Ohio at Toledo, 3000 Arlington

Avenue, Toledo. Ohio, on Wednesday, March 11, 1987.

at 2:10 p.m.

SEAGATE REPORTING SERVICE, INC.
IlLGISTEIUD11011.54'.401 UK %MU

UM NATIO% A DANK BUILD1.40
10100 OM 0401 11191:1170-0

) .
V kJ

0
4
(
)



395

82

Q They're not in your view a symptom of a problen?

2 A Not nece,sarily.

MS. LALAK: All right. I have

no further questions. Than.. you,

Doctor.

CROSS EXAMINATIOd

6 BY MR. JONES:

Q Doctor, of course, I have a few questions and

hopefully very few. Number one, you have reviewed

and signed the deposition that was taken, I believe.

;2 on January 21st, 1986; have you not'

13' A Yes.

14 Q Or '87, excuse! me.

:5 A Yes.

'f Q Did you find any errors in your testinony as recorded

in that deposition when you reviewed it?

A I didn't.

19 Q Do you reaffirm everything you said ia that

20 deposition?

2: A Yes.

22:. Q One of the things you said in that deposition,

23 Doctor, was that in your medical opinion to a

24 ) reasonable degree of medical certainty because of

the failure to sense, in Jessica's case, not some
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other case, but in her case, was something that you

referred to as a lead tissue interface problem; is

that correct?

A Yes.

Q The reason I'm asking this again is that you have

testified here today in response to questions by

Hr. Jacobs to, number one, statements you made to

F the mother abc.ut possible causes of the problem

being anything including the generator, the leads,

or Jessica's heart itself. You did say those things

I; to the mother, correct?

A That's correct, yes.

Q Let me ask you a couple more questions about that.

.4 It is your opinion, Doctor, is it ne.c., again, that

: despite the many possible-Causes of the failure to

sense that, in your opinion, because of the

resistance measurements that were taken and the

results of those measurements, that it's your

opinion that in this case the cause of the sensing

20 problem was in Jessica's heart itself?

21 A That's correct.

22 Q You were asked and I believe Hr. Jacobs has asked

23 you at some point today about -- or perhaps your

24 responses were that you were guessing or there were -

25 that something was a guess at the causes of her

4J1
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problem in this case, and I want to clarify that

2 statement.

As I understood what you said, Doctor, and

correc., me if I'm wrong, you've testified here

today that you would be guessing as to the exact

nature of the tissue problen within Jessica's heart;

is that what you were saying?

A Yes.

Q Correct?

A That's correct.

Q You are not meaning to imply to Mr. Jacobs today

that you were guessing that the cause was within

the heart?

A Once we did the lead measurements, sure, to a

reasonable certainty as far as I was able to

determine the problem was within the heart because

a crack in the insulation would have a very low

resistance, which we did not find.

Q Sure, we went through that, of course, in the first

deposition. A crack would result in below normal

21 range resistance and a break in the wire would

22: result in higher or infinite resistance, so I'm

73 just trying to clarify the word guessing, and all

24 you were saying is that it would be a guess to

251 describe the specific tissue problem within the heart

402
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itself?

2 A That's right.

3 Q But it's not a guess to say that the problem was

4 some kind of problem with the heart tissue itself?

A That's correct.

6 Q I believe I asked you in the first deposition and

I'll ask you again because you said it again today.

6 You uses the term, bad lead and good lead as you

9 did in your operative notes that we've looked at.

Would you 'explain to us once again what you mean

when you use those terms, good and bad lead?

17 A That is an operational definition to determine a

13 lead that is stimulating the heart and a lead that

14 is not stimulating the heart.

15. Q It dia not mean at the time you wrote it and it

does not mean today that one lead was defective and

7 one lead was not?

*5 A That's correct.

19 MR. JONES: Thank you. That's

70 all I have.

21

:2 1 REDIRECT EXAMINATION

??1; BY MR. JACOBS:

74 '; Q I'm reminded of the problem of the pacemaker that's

2S " sitting in the vault, and I understand that mother

4 0
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July 17, 1986

Larry Selznick
Manager, Technical Services
Pacesetter System, Inc.
12884 Bradley Avenue
Sylmar, California 91342

Re: Jessica Taylor

Dear Mr. Selznick:

I have reviewed the enclosed case of Jessica Taylor who received a
Pacesetter pacenaker and epinvocardial leads in October of 1982 for second
and third degree AV block. Subsequently, she was readmitted to the hospital
for a pericardial effusion which required a pericardiocentesis. Apparently
she recovered nicely and all reports indicate that the pacenaker was
functioning nornally in May of 1983. Then, in the fall of 1983, she
experienced several syncopal episodes and was readmitted to the hospital.
On October 10, 1983, she underwent a pacemaker procedure. A review of the
records of that admission indicate that the pacemaker was not sensing the
patient's spontaneous CRS complexes. Attempts to program the pacerraker to a
higher sensitivity did not seen to affect the problem. Likewise, increasing
the duration of the refractory period did rot improve the situation. In the
operating room, on October 10, 1983, the amplitude of the bipolar R-wave was
found to be 0.2 millivolts, clearly too mow for sensing to occur.
Therefore, the pulse generator was replaced with a unipolar pulse generator
and connected to one of the previously implanted leads. This resulted in a
lad threshold and adequate R-wave for sensing.

It is quite clear that the problem in this case is a lead-tissue
interface anomaly which is rot related to either the pulse generator or
directly to the lead-electrodes. In addition, it should be noted that, in
ay opinion, the physicians who cared for this patient exercised good
judgement and technique and in no way can I criticize their management of
this case.

In summary, in my opinion, there is no reason to believe that the
Pacesetter pulse generator was at fault, that the leads were et fault, or

EXHIBIT 2 TO RAUSER AFFIDAVIT

1153 Will CO.gtti P4 Ihway Ch.cgoe meson 60151?
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that the physicians were at fault. This is a sell-known omplication of
permanent cardiac pacing, especially %hen aae considers the difficult
circmstances surrounding this patient's clinical problem.
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