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EFFECTS OF PRESCRIPTION DRUGS DURING

~ ° PREGNANCY g

THURSDAY; JULY 30, 1981

-

Housg oF REPRESENTATIVES, 4
s COMMITTEE ON SCIENCE AND TECHNOLOGY, |
SUBCOMMITTEE ON INVEST]G“‘IONS AND OVERSIGHT,
‘ T . Washington, D.C.
The subcommittee met, pursuant to c&ll, at 9 a.m., in.room 2318
of the Rayburn House Office Building, Hon. Albert Gore (chairman
of the subcommittee), presiding. o i
Mr. Gore. The subcommittee will,come to order,, Childbirth is
one of those special, miraculous eveW who Have
witr:iesse_d it, beauty of the experien 5 moving almost beyond
words. . - -
Ani yet, too often in the midst of this joy, lies the profound
tragedy of birth defects. Over 100,000 babies are born in, this coun-
try every year with significant malformations, defects, and neurox
logicgl deficits. The health costs of this deep human tragedy are
en%éj;us, and the emetional damagg is beyond calculation. ~

v While we do not yet know tKe causes of many of these malforma-
nd problems, we do know—from painful experience—thaty— ,

.tion,
the use o. some drugs before and icularly during pregnancy

can cause birth defects. In 1962, thalidomide became a household-

word around the world. Thousands of babies were born/with de-
- formed limbs because their mothers took a drug desigried to help

them through their pregnancies. The United States was fortunately - °
spared the agony of this experience, through the c8mbination-of
good work on.the part of the FDA. Nevértheless, the

good luck an
thalidomide experience shocked the United -States into enacting
the toughest and most thorough drug laws in the world. -

It is ironic then and sad, that 19 years later. we need to be in a

contmittee room discussing our scientific and policy deficiencies in

the area of drug-induced birth defects. It is yndeniable, however,

that we have not made the same kind of mafer scientific prog:ess
nle' [

in-this area that we have with other conditions and diseases.
of that delay is due {o lack of research funds, some is due to the

[}

‘-

puBlic agencies and private businesses to look the issues straight -

t?ughnesq of the prgblems, and some, perhaps, to the unyillihgness
o
]

in‘the eye. '

Today, the subcommittee will hear.,a variety of perspectives on .

the subject of drug-induced birth defects and malfermations. We
will try o evaluate charges by some of our witnesses that: .

FDA does not require the kinds of clinical studies that aré neces»

sary to actually determine the safety of drugs used in pregnancy.
’ Y ’
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FDA does nothing to enable women to find out about the effects
of. drugs during pregnancy even when such information could
easily be made available

FDA does not do the kind of followup epidemiology studies that
are necessary to clearly determine the safety of drugs in pregnan-

Y.
. FDA's system for retrieving drug information on adverse effects
is poor and that this obviously influences the quality of epidemio-

logy. * -

?abeling for physicians is not current, is. often evasive, and is not
based upon the best information available. ] .

The majority of drugs given to pregnant women are not really
approved gwy the FDA as safe for this use. .

ost people, and particuiarly pregnant women are not aware
that the drug approval process is a “risk/benefit” process that
limits the use of drugs that are not “safe” in the dictionary sense
of the word.

In order to examine these criticisms in a careful way, the sub-
committee will want to discuss the state of the art in animal
‘testing that forms the basis for the science of teratology, problems
and possibilities in the emerging science of epidemiology that offer
hop gor better drug information 1n the future, bioethical issues
Xontinue to constrain us in experimentation and research
design, and problems that*surround the issue of insuring the in-
formed consent of bathgnothers and their unborn children. In the
area of-informed consent, 1 will be pe- ticularly anxious to hear
what the FDA jntends to do about patient package inserts. While

“they may, notbe universaily applicable to all drugs, F am struck in

this area- by the .good they could do »ipn helping ‘mothers make
infi fmed choipq_s about which drugs to inflict upon their unborn

children. - . ' _
i want to make it clear that odr focud\ here today is constructive.

e. subcommiftee is interested in seein at kinds of research
apd Policy advances are possible, and what kinds of resdurces are .
neﬁigb y the FDA and industry to make those advances. It is
ine é-that discussion about specific drugs will arise as we
attempt to eyaluate the issue. PN re not in'the business here of
undfily concerning people. Bu \'%e are to do our job, we must
examine specific cases that are troublesome in order to illustrate
gejg;al principles. ..

a society, we have no greater respensibility than to care for
the next generation. In tHe research and regulatory environment
sdrrounding drug effects and pregnancy,. this responsibility may

“w .mean that #e need to giVe the unborn child a greater “berefit of

rl

Y
'

»

the doubt” than we have in the past. ~
" kewodld like to ask unanimous consent that at this point in the
record the statement of the ranking minority member, Mr. Walker,
be included and'he will have an opportunity to present that when
he arrives. He was unavoidably detained ’

[The opening statement of Representative Robert Walker fol-
lows.] .

PREPAREISTATEMENT 0F ,ROBERT WALKER

Thank you. Mr Chairman Our hearing t(:fiay s of particular importance to me
because before.] came to Congress 1 was trhuned to be an educator Today my wife

~
¢
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stil works with the youth 1n our schools at home The children of this great nation
are our priceless future Despite all of man = efforts to achieve immortaiity the
truth remains that our children are our one friile thread toward the unpcertatn
future

The human race has bee‘n the revipient ot uncalculable benetits from the chemical
rz‘{olutwn starting about the time of the Second World*War In this country we
have become u to accepting without question a belief that each new product
would gne us fantastic benefits without hidden costs

But we are learning that we werc wrong In recent vears we, have learned that
the fragile human gene tramn is at far greater hazard from synthetic chemical
compourds than we nad suspected in the past .

[ happen to believe that we have too much government We suffer from too much
regulation We suffer from too much bureaucraey But this 15 an area where govern-
ment hus a supreme duty to preserve and protect the public We must do all
necessary research We must know not only what the benefits are, but we must also
know what the risks are And then we must let the public know that information

If the evidence today indicates that we have not done that research, that we have
not determurfed the risks, of that we have not made the nformation avalable—then
government has failed the public . .

It 1s not often that I quote Thomas Jefferson, but he was correct when he said
“That government 1s best which governs®east * But there 15 a legiimate function of
povernment in protecting the 'nnocent public, and none are so innocent as the
unborn

Life 1~ not withnut risks Safety 1s a relative concept Virtually everything we do
carries come el -nt of risk involved Each ot us builds a body of e£xperience upon
which we routinely make risk analysis in our day-to-day decisions But the average
Amertean has msufficient experience with drugs and medical procedures to weigh
the rishs against the benefits which are anticipated We must depend on the
information we are given by others . '

We fund bilhons in research and development We routinely over-regulate 1n
dozens of areas The charges that we. as a socrety, may place the unborn at risk are
éifffcult to understand, but if they are true they will ment the immediate action of
this committee to tee that they are corrected at once

' )

Mr. Gore i would like to call on our ranking majority member,
Mr. Shamansky :

Mr. 3HAMANSKY Thank you, Mr. Chairman. No one has ever
been given a more pleasant task than I have at this moment,
which is to introduce our first witness, Doris Haire. Doris Haire is
president Of the American Foundation for Maternal and Child
Health, a foundation established by her and her .husband John. I
must say that John and I first met 34 years ago when we sat down
next to each other during our first day at Harvard Law School. H
has had a distinguished career and is now president of the Counci
on Financial Aid to Education‘after having been one of the young-
est vice presidents of the New York Stock Exchange, et cetera.
‘Interestingly enough. Doris Haire has pursued, her own career in
the area of maternal and child health in addition to raising three
handsome children. I think it is significant ‘that the Haires know
what it means to lose a child hecause of a congenital birth defect. 1
think that Doris and John have done magnificent work. They have
gained récognition nationally I have seen Doris on the “Today”’
program, among others | am delighted to welcome friends of 34
vears here Thank you, Mr. Chairman

Mr. Gore. Thank vou Before we hear from vou, Mrs. Hawe, I
want to welcome the chairman of the Science, Research and Tech-
nology subcommittee of this full committee who has had a personal
.interest mn these issues and invite him to join us in this hearing
today, and recognize him at this time for any statement.

Mr. Wargren Thank ve.a. Mr Chairman. I appreciqte the oppor-
tumty to sit with vou and Jearn about these issues along with this

committee. | think'you are doing a tremendous service in bringing

Q
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the parties that will be witnesses before these hearings together %o
we can all talk in public about the problems that concern us all
and 'that we all seek solutions for. - ) P,
Although I.am not a member of this committee I am particularly
grateful to be able to participate in this hearing with you. As you
indicated I do chair th‘g*ﬁcience and Resegrch Subcommittee of the

" Committee on Science and Technology and I am also a miember of

the Health Subcommittee.- Through -that interest 1 have had an

ongoing interest in thé importance of carefully monitoring medical -

drug use in our country. Also as a new father I especially have

" been struck in these last 9 months with what it means to have a

kealthy- newborn child and in looking back on my experience on *

the subcommittee I do believe there«s more that we can do as a
Government to guarantee the health* and wel! being of future’
generations. ' . .

Sadly the consequences of improper drug use during pregnancies
do have a catastrophic effect and not just on the mother but on the
newborn child. The Food and Drug Administration often assures us
they are monitoring all approved prescription drugs which can be
taken during pregnancy but I think we have to ask whether the
FDA is properly focusing on che impact of the drugs on the fetus
itself. The unborn child is at the most vulnerable part of our
population and injuries to that child during that time period are
forever. For over a year 1 have been taking with FDA about
handling a particular drug called Bepdectin. I think it will be
helpful to talk again witt. the FDA about how théy are monitoring
the performance with the drugs so that we are sure the proper
situation prevails. Bendzctin is an antinausea drug prescribed to
ease morning sickness in pregnant women and it is widely taken.
Howéver for some time a number of physicians have suggested
Bendettin may—and there is an uncertainty there—but may cause
birth defects. Last September ‘the FDA’s own Maternal Health
Advisory Committee concluded there was indeed a residual uncer-

tainty about whether Bendectin caused birth- defects and the .

committee at that time—this was a committee of physicians—
recommended a strong patient package insert as a warning so that
mothers could evaluate this question for themselves.  The FDA
started to draftsa svarning which pregnant women could read for
themselves but earlier this year the administration halted the
FDA’s efforts. They did this in the process of a blanket freeze on

".all proposed regylations the good regwlations as well as the bad

regulations. I am concerned that this administration through that

. inaction js sabotaging‘efforts to warn women about the potential

danger of this drug and other drugs that may properly have pa-
tient package inserts. No one can say and I do not know for certain

whether Bendectin causes birth defects. The experts cannot agree -

oh that but under those circumstances the least we can do is

- guarantee the doubts about this drug are effectively communicated

to pregnant women so they can. knowingly make up their minde

about that risk. It is now 1- year after that recommendation came *

from ‘the Maternal Health Advisory Committee and still we have
no patient package insert. I look forward tq talking with the repre-
sentatives of FDA and hopefully through this hearing we will get .
the kinds of mutual communication with the public that will in-

5
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cline our system in the right direction’'I ap iate the opportunity .
to join you, Mr. Chairman.

I{Ar. orE. Thank you very much. . )

We would like to call now on our first yiness, Mrs. Doris Haire,
whe is accompaitied by her husband. welcome you both and
without objection the entire text of your written statement will be .
put in the record andwwe invite you to proceed with the presenta-
tion of as much ¢r all of it as you see fit. ¢

STATEMENT OF DORIS HAIRE, PRESIDENT. NATIONAL - . «
WOMEN'S HEALTH NETWORK :

Ms. Hare T would like to thank you for this opportunity. It is a
privilege and most timely. S . . .
For more than a decade I have quéstioned the wisdom of the U.§.
Food and Drug Admiaistration’s procedures and paqjicies in regar
to how that agency evaluates and regulates the safety of, drugs,
especially those drugs used in pregnancy and obstetrics.*In my -
report to the .National Women’s Health Network, entitied 2i‘é*low

.

-the FDA Determines the ‘Safety’ of Drugs—dJust How Safe Is

.. ‘Safe’?” which I submit for the record, I describe my findings. I
pr_epared the repokt as;much . for thé Commisdioner‘of the FDA as =

for the National Women'’s Health Network. I became convinced of

the need for such a report by the resistance I encountered from “~_.
various officials in the Bureau of ‘Drugs not all but many as I =~
questioned them regarding the FDA’s evaluation of drugs, and, in
particular, obstetric drugs. It became obvious that the FDA’s inade-" -
quacies in this regard would not be brought to the Commissioner’s P
attention by those responsible for those inadequacies. In keeping -
with my intent I sent a copy off¢ach successive draft of my report

to Dr. Jere Goyan, former Commisgioner of the FDA at that time, I
repeatedly told Dr. Goyan' dnd other FDA officers that I would . |
correct any inaccuracies+in my report which the FDA could docu-

ment as errors. No such documentation was offered.

+[The report mentioned ahpve follows:]

-

.
- -
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l e Mt earantee the sfety of any drug  not even Wgse DNUF IS SAFE” -
g5 whu b the PDA Fas otficially appioved s sate . .
e o FDA RELIES ONMANUFACTURLR S HONESTY .
© e 1T NARY ANIFOA DIFFEH ON DEFINTHON OF SAFE REGARDING DRUGS SAFETY
1 . b
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I . e the dehmhm\\ free trom harm OF tquty  which s found CHry out anirpdl studsew rets muce etc) and three phates of
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. JustHow Saie Is ..Safe”" -

\ .
\; Most Amercans Jo not reslize wu\‘ns when a tﬁuq o medcal device 1S dﬁmlad u\ sate by the U S
Food and Drug Adminsstration (FDA dspecially i cases where the drug 15 to Be takan by o administered 1o 2

woman dunny pragRancy labor bwth and taetayon  There 510 mug, whethes prescriptron rirug of ovetithe

R Apploved ute Thyrefore Moa}yw pu chase or take 3 prescription drug yo may wish to ask your doctor or
R pharmacist to let you read the pack'age inwrt of that Urug  H you ave Nmulued and your doctor 1S not avimlable
H ak the homitat Dharmacist 10 lgt you rexd the package insert The pack. naert 1 the drug Thiormation teeflet
wntten and supphed by *he manutacturer and movea by lhe §DA. AI.Ew« mmq kx thé physicipn most
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i tans  Adverse Reactons ’lc } ~ . v A - ol
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A L}

Ly . .
WHAT IK’)I'S “Amvm AS SAFE BY THE FDA® intselt indicate FOA approval of thet use 1t for example
REALLY MEAN" - - the section Gt the package insert eatitied Usage in Pregnancy/

APPROVED DRUGS A - \mennon«l n the indwatidns section then the FDA has NOT
dpptaved the drug as safe for use In pregnancy 'abor delwery
FOA spprrel ot 5 drug sspete does no* automatically mean oF lactation 3

that the r.g has been subisctad 1o 3 properly controted scn .
)

Bt gvaluatiofnt 4nc foilrw up of Mdividuals exposad 1o the v

Al enet et otfects of the deug The Dugctor of the

\m < Bureats of Drugs has caphemed in ariting 4fat the F0A  HOW DOES THE FDA DETERMINE WHETHER A

+

i . »
HOW (AN ONE TEI L IF THF FDA HAS APPROVED o OATA ON SAFETY WITHHELD FROM PUBLIC SCRUTINY

A DRULG AS SAFF FOR A PARTICUI AR US¢”? .
The FDA does nat atlow concernd contumeer groups or respon

§ w_counter remedy that is without tisk You owe 11 10 yourse't 1and if pregnant you owe it 10 your babyi to lemrn Py N
! 3t h a3 pRRIEBROUY the drugs vou tee ‘ ’ . . £
i . ’ .

Many heatth profess have not been taught how to distigluish an FDA oved use of » drug trom% ~on

Obstatrics  mentions the use of the drug duning pregnancy 8b
/ ® FDA DOES NOT GUARANTEE THE SAFETY, OF DA ; Setcs (1abor and delwery] Or (aG18ti0n but mich yses are not

I

! i ARE MENTI

i e TN Y THOSE UsES OF A DRUG WHICH ARF MFNTIONED sibie citizens 1o examifie the design of the reseerch study of to
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M ’ . ® RDA ACCEPTS UNPUBL'SHED DATA AS EVIDENLE OF
DRUG SAFETY

-
Anthough the scentdic commun’y Juethons the vala ty of e
a3 oh dats which have not been subyec et 1o revimw by specaints
With aqual Or greater knowledge betors publicat on o § recngng
» od madical journal the FDA accents unpublist 1 data fro ™ the

v . Tanutaturer as @ dence of F9rug s mtety

DATA MAY RE diASED JULE TG ECONGMIC PRESSURES

Date aiceptnd by m;FDA as ey rtenice OF 3 odr Ly ¢ satety iy e
prepars hiy ressarchecs wha afe in the amplay of of Lo on
tact 10 the ManuTa Lgw of the drg of by resesrchers who are
mempers of LNerIty deDamEnts receying grervy or g fts bram
lhexk,»q s manatecty e .

LOMBINA:H)M\ OF SEPARATE NARULGS NOV “EQU'FED
*TCHE TEGTED FOR SAFETY -
* L4
L
Uriy whgle 11,3 3¢ evalosten tor approval  qommar o ng
. nors H senarale 1rugs are 13t WLas ¢ Sutiected Lo iny reviey dor
tyrrve realt Gng by tye FDA}
. 0 e r\;"m{we ar ,esate FOWSPr mly wemet mes e octert o
e patkage nsert

mhe glang whith gre ke w o

[
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MANY DRUGS BYPASS FDAS ADVISORY LOMMITTEES
.

Uany $ugs soproved as safe yre aoFied to dyDas tre Terbent
Y T gns f the utside exparts wno ek up the FOA mmi, e
mittee espopuble for the catesyory O Bugs uncer

-

oy e
\ P 0 guaston ta'l Whie the outs OF experts nays heen
fao1ted tor Bneng A pEo s @'ty 0 as thew parte patan r FUA

: } 181 DRTILIANS Brogiens the Lase for e S0 mpkong

e WE TOU DRUGS APPRUVED W!THOUT ADEQUATE
SCHENTTIC EVALUATION

' A jrug Miv [ mcmﬂ‘ a uh\ﬂv 25080 use metely hagayse
" Mg Sssmilar twad iy atemiy o0 fhe ke ever neugh
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CTHHOLBING OATA A o 0 bnl A s st b s

‘hu FOA supposrs the poposed (g Redoater ey A
and siryter balhs whan  toenactet woukfaiin fy the oty
s tuie s Bavc date on wiety a5 & tade seoet 453 N g T by
* “rathe than FOA prefereme 1 gnated 157 g n s PO
mmm\mor'\ oermanentty teyund pubae wo Ty

WHO DETFDMIV! THE SAF!'TY OF DRl LN

® MAKEUP OF FDA aADVISORY LOM&' e wGES T
_PROFESSIDNAL BIAS IN DEL (SM)P: MAF lNC‘ .
Members of FDA adysory (ommirtees PG w3 e the reaf ve
benefis Iwd roaks A g we g8 atly  Peeen fram s cpnkoast
the speciatty wieh afaunaieds (the  4'agry 2aga e b b
they dre sskec % Jetharae  Selttom go the ,,#.m (I RURITE

2 Balangs o1 exe 18 wh s MRt dedl with tre Muern ot Myl the

ugs upder et berston © Fun wsample the FLA L dnestheta
andt Lot Support Urug Adessory Com w thet o mmd ¢ oaby ot
exclosivaly of anesthimwl gists  NeGa o Jats wnd R r s
who deat w tH ame of TPy v st LA i FER
3kt Lbstetr ¢ anefthesta e nol wlataa w7 Lt
svisory Lutimitiee . c
4 - ] .

o' FDA t!fxu(nwr TOONULGE NAME Lo T AR b

RESPONSIBLE FLR APPROVING SPL ¢ { HLL .

The FDA remaing anlear o o whett e this phor alon g e
resietted art obldned srder the Freedg noor Dt Agtas ot
Rrecyetng hiormation thir gh ane s U S Senst v or Haf rpsen
tative o men e bhety O get resits " oyou ,.‘.n 1ry teR ey
Tana addrms o v ol YPNator ut R;urm Hslve ,mv" X P
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DOES TR FDA MAKF AN FFFORT [0
DETFRMINF IF THERE ARF DEIAYED ADVERSE
EFFRCTS OF DRUGS’
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& PUBLIC USED TODETHHMINF it avE v ADVERSE
EFFELTS OF DRUGS ) .
The FOA thes Not req * A PATT O TR s Jvat ey Ahat
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@ afy syatfn P rag worw T g ety Do e ]
s un the matket
Negatie 3 3 et ot 15 bl 50 g oy sgm p st w TR
si¥e Rt L5 Fe s (H0 [ I EER L
PRIt S st te L e LA e

Tatey BT g, Ty "J"\l"l' vorreEad il
St e, 1 a0 mieny ey techt By s, n e

P ,

e

»

"



&

E

O

/

® SYSTEM FOR (ULLECTING DATA ON QADVERLE EFEEI T,

INADEQUATE . N
An nvestgatiun By the U 5 Gegerdl Acuunting Jtfice the
texterar
Ay stems tourd g rotabie i repany botween The \ata (ol
s rected by the FOA s adverse eaction repot 1ing systers gt hat
Jate wh»d"w A 8d N the publishad tetatare n e Law of
ore fered eﬂz'x that Wevt appeared 20 times more wtter o the

watchuto agend o the FOA s polic es | procedurss

oubhshest uferature than the ncefence noted hy the FDA

f f
FDA expianations tor The” ncumplete 1ata inctuge net putt ng
ceseach hterature repurts R0 the  OMpUter SyStem amd ohyss

L0 tRluctanee 10 (RpOTT wiywse drug redctons 1 the FOA

-
FDA RELIES ON MANURACTURER FOR INFORMATION

-
N ADVERSE EFFECT,

- .
In mewing the setely o* wugs sitesty o the matket 1o FDA
tencs to ely 1 the maryfed irer tu keop the agency a1

ceGurid to the aifverse aftely of tusagladin ts Understartabl'y a
manulacturer Sfnul ENT00s 'O T Eport adverse e Launs U iy
Frona b beeas se' T the possibody b iy oF sales st of Tigatin

resyItng fram Bagamt L ed gy

HOW DOES THE FDA HANDLE F \DVI'.RSI' REACTION
REPORTS®
-
@ PHYSI_1aN, NOT neauden
DAUC REALTIONS TI3F DA

REPLRT A VERSE

i)
The F 33 nas ot emad s taiity 01 e 18 hyS 405 ngrems Or
Yhae nedith wofess o @i Ty ranet wlEer et ety s 10 The
FOA

Theratare 3 e s na wyy *h FOA an deterr ng e

Ve et eRe it g w FDA St nl g et
STt n Qe
N . -
CNANG#NGANADVERSE‘REA'L&OON REPORT T()_

AN INQUIRY  REMOVES MANUFAL TURERS LEGAL

OBLIGATION TO INFOURM FUk F

b e iy G tesear T an ] s

The A does reqmr'e Aeog manglact rers 1o ble with the F DA
i ahv®se Ofag e bon Tepnrts cabeved from phesicans How
ever the mapufactuem < an avord hing s h g 'p‘eo-' i Li.e Un,,«,;
~an can he pefsuadendt 1o change 3 fEpO Lo an gty Wik
*he Manutatirer S not AU :(« tide with the FDA

FDA MAKES *J REAL EFﬁRT T(J FACIBITATE PUBLIC
INQUIRY OR - REPLRTING OF AGVERSE REACTIONS

Tre FDA foes 1ot cogy site Mot and fac b e o B the th Ig

atdeens o the FDA duison respon
wty warxd Mlectveness of the Iy n
% et fachitste B0t ng o a0 wherw  ug res ton o 4 e

est for ntormaton Dy cunie e Lonsurr ef
. T

Cakage wseR the fyme
sble o0 Bvaluat ng the

& FDASELDOM FOLLOWS UP ON AUVERSE REALTION
REPORT BY CONSUME RS 4

RIC
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R .
14 PaNENt (e0rty 40 Jiverie 10y iaton S the i tthe
U,q, g ¢ \,sn 30 retuses 10 DIy g the n‘ Nt the fa
Tent 5 m-uu»\a Wity the FOA Wl sy rot 1ol ow gean d
AVest gale the (o sumee report 1 o um‘n oty oy

Nusi il Pl oty e What You o an Do pae 8

WHAT IF o ?H\gl(‘lA\ USES A DRUG FOR A NON-
APPROVED U SE° ..
- .
® PHYSICIAN IS FREF TO USE LRLG TN WAY  NOT
APPROVE{) ASSARE BY FyA

g adrudiet 4 e
My et ot eug

The FUA Lannot pr mbad 3 physecan frons
NOt atifueet Ly the FDA

Huowever 1
iz ombuqury the e of a4 IO o0t appraeet ty the FDA m‘y
atte ? 10 (o TT s s 0 sEUGKT L E gation arise

(AN ONE TRUST THE INFORMATION [N THl .
“PACKAGE INSERT"™* S .

® FACKAGE INSERT 4% WRITTEN BY THE MANUFACTURER

In Tie maonty of (25€s *he IAfUrmMAtOn 0 the pack age Nt is
AT tter By the manutx ot The teat s then subimitted 1o the
POA and f deen st apuiui ate the text is spproved by the
LA The result o 19t the tex) uf many PaCK age nserts (espe
atly Thuse frugs used 1 Obstelrics) apDeprs 10 De DufpOsly 4
bguasis when Sisaossing the drn 55 Xnowen adver effaen the
weherent £sks and the relevant regar 11y

ang e etdscts o the Ly on houef Seve opment
1 Koncooning

4reas of srwert iy
the feluys
arud e
@ INFORMATION INANSERT -/ (REUY { URHENT
L »
Whetret e 1 FOA twrtla or [epss 10t the jhdsmasrut s ot

Wt ones ofurmation 5 Kgown Agsnhiod s 5.y s s

tHerts f may ‘s yeary betore 1l nhW et on g yRats i T
s Kange sert o sppeats a1 b
L e .

J DA otticers Rave pubicly acknow ged 1ngt there 1 signiticant
moa FRaorting uf sdverse Urig regu i 03 Ly Physicians ey dust
Yet tne FDA con
Shues K ey on reposts fram physiacs a0 naoutetuiers as
he primary suces of ntar
FDA s
i al garnals mast of whah appeat 3 vear ur mure alter e
reseadch inchngs o2 known  Unfortanately the & thors of the
atticies tend to reflect the bias tan1 tear of Ltigationi shown by
the el spec 3ty Whah SDonsO s U 13 seevd by the journal

In ekt inn rany authors )

Bt tear ot 1hgetiun hmw« ng w-h tepoits

o TOF the package inNsert  The
Otheragsinn » of nhaManon s sl et pubished i the

weve research grants and nther re
MURSEAON tr M the vety 0 1G ~umpanes ahose proru (€ the
Lubhsh arec lgs about

@ INSERP VAGLE ONDATEQF LAST FDA RRVIEW

Tre FOA R chosan noot 10 dentity The iate poantsd on the s k
g0 Wt 3 be g ethes the date of the last tepont of the e et
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OF (b i of the Lt FDA rqview Of the reeagsh Heta on the
om. The rss08 0f 5 package naert tharetore has no way ot
znumq o the package wisert reflects the current state of know
Yo reperding the drug -

® MO SYSTEM FOR RETRIEVING DRUC INFORMATION v

ACCORDINGYO USE

.

The FO/\ has no rasdy masns of Wentifying those drugs which
the apency has approved 1or 8 IpecH X use (such as for hagh biocod
orewmre disbetes obsistrcs etc) according to the Office of
Consumer Safety  The FDA has chossn to stars drug informa:
, Hon 1B compute according to the drug's genenc Qm:w
name and by the manutacturer 5 ade name but 1 ot according +
" wdecation (spproved use! 0 other words, thit F DIA has che
notd tawe in the (omiiter that intormatio. which could kden

tity whether 3 drug has or has not been approved by the FNA toe %

2wt use

IPF D4 DOES NOT DISTINGUISH BETWEEN EXHAUSTIVE
SCHENTIFIC INVESTIGATION AND CURSURY
EV ALUATION IN THE PACXAGE |NSERT .
The FOA has proveied o system '0 enatie the reader of e
package NWNL 10 ¢ Linguish between those uses of the dfug
#hech "Mave been subjecded (9 @ Controsied soentifi ivestgation
wawsdton and FDA review before DINg 200 oved as safe by the

FLA and thuse uses of the drug apvoved as safe by the FDA @

attes ratalively wperticlwl fmting and VMW, OF Dacguse the druy
BB dar o d.ug sireaity on the market

CAN THE CONSUMER GET TEE PACKAGE INSERT”

® s 04 DUIET REGARDING CONSUMER ACCESS T() DRUG
INFIZRMATION B
There s no state of federat law which prohinis the pharmarist
frart ing The Consumes the DaCkage NIt which comes in the
N of pEKHPtAN dtugs  However the FDA has mae no
ughiticant oMot 10 inforT the PUBIN thas this 1 formation can
legail; be maie avadabie 1o cunsumess Iy pharmacists or that
the swme nfurmabton n the package insert can he tound 0 the
PHYSICANS DFSK REFERENCE fuund in most hibranes
Tre enactment ol state lews aquiring the Jicensad Dharmacist 1o
“wt he copsumer the oo WOHY o 12kl 0or LOpy the packdge
sar? ST the Dresc ta0 3 5 LNOF 1O purch ise would heip the
R {u make 3 more L furmed deCon ay 1o ahathar 1
take 7 hadgo thedr g

PHARMACISTS ARF REQUIRED TO SUPPLY FDA
APPROVED PATIENY PACKAGE INSERTS (PRIg;

W TH AL E%'ﬁOG[N DAL 55

T zate tre F DA has noy taken Dumtve action against phenme
“its i fasd to L Omply woth the aw in the svent of drug
efus €0 YUY e Dharmacst s Tailure %0 protect the consumer

trom harm may atfect a court's decision it a lawsuit thould be
brought

+

HOW SAFE ARE THE DRUGS
ADMINISTERED TO CHILDBEARING
WOMEN?

® MAJRITY Of DRUGS GIVEN TO PREGNANT WOMEN

NEVER APPROVED BY THE FDA AS SAFE FOR SUCH USE
’ .

Althapgh Jozens offditferent drugs are prescribed for or adminis
tered to women durning prsgnancy labor birth and lactation
approximately 12 -have actusily been approves by the FOA ar

ste for such usg  Rs mentioned on page 1 the fact that the
Package msert mentions ust of the drug during pregnancy labor ¢
buth end iactation does 1 2 mean that the £ DA has approved
the :29 # sate tor wch u = «Unliess the specific use n preg
nancy/ b birth etc 1s mentioned inthe  Indiations  section
of thd diug s package insert the FDA has NOT approved the drug ~
tor that vurpOse . -

"

NO DRUG nAS BEEN PROVEN SAFE FOR TME UNBORN
CHILD !

Tnc Lommittes . n Liugs of tha Amers an Academy of Pediatrics
hds LUt ioned that there 1y MG drug whether an Over the counter
remedy Or 3 Prescription diug whirh when taken by ur asdminis
tereggl 10 @ Lhildbear ng womdn has heen proven 1 be without
r ¢ the unborn infant

.

NWFDA REQUIREMINT THAT OBSTETRIC DRUGS BE
PROVEN SAFE FOR THE UNBORN CHILD .

. *
The critenid used by the FOA 1o determine the relative safety or
risk uf an obstetricreiated drug {a drug kimimsteced to wnmen
SUing labor and deiveryl have not mcluded 3 requirement that
the drig be proven sate for the unborn child exposed to the drup
 utero vin the wombl  None of the methods currently aucept
#d by the FDA 10 wvaluate the effects of drugs on the otfspring 15
senutive enough 10 detert subtie neu; 010giC damage (e learning
hsabiity iimimal bran dysfunchion dyslexia hyberkiness per
Leplusl handicdn attenhional dehict disordets ot

FOASILLOGICAL CODE OF £THICS

ke FDA has taken the postiun thet 1t 15 ynethical 1o test drugs
PrEgRant women by means of controlied chinwdl trials ard
fow Yet the FDA approves the use 0f drugs as sale for
usrdurr g pregnancy 1abar and Dirth without 18GUIiNg an initiat
or sibseguent iong teem « ontrnl'ed follow up on ¢ hmited num
bai ORthe ExpOW] At ING 10 deteemine if there are delayad
alverse etiects Of the drug

.
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Duir NGR ONEW onsrnmc DRUGS (AND
ST A()Euuaru\ TESTED FOR SAFETY

1R e tew byt dpprovent Dy tre FOA a3 sate for ute i prey
Comi e w7 uintelr oy here 18 no evidence that the FOA ngae its
feciaun ob e Gatis of apptopnate pruperiy contralied swenn
e DesSuge uh s mahs The sifety of meny old o g5
G atmterra s G day was defengund by studyimy the sbtects
A1 drug an men pasm-,nop.usl agmen and one v synar®

i e A L L emm ng those, eftects ™ ‘\.;m ot 101 on 1re Apgar Scale at gRe minype after Birth

Voirte o sy e o sl the FOA foes not raquite gw o 19
009 0 oval 0f 11110G 100 NESER C use That 4 contioied inves
Tt nosned long terT toilow up B wertied Ton tfants expos
=L PP T rrLg i te ) (hereatter referred to 35 the sxposed off
P Bt @ fatow up s wvantial n order to determine
#UETLET 0 Wag Nav have latent Jdeldyed long term ad.erse #f
for R the Subsequent ghivacal neursiogeal and nents! devel
Lt st e expowed The F 1A does not
rat vestigatic it fellow up be - affhd 0 1 to

WFapring
T ar
e .ty Faortnoettect, 3 othe dtug 0u e uifspring of
Moa s W ARk apn Sy TerT ) Liosest o that of human
Paorlia, e e the FDA St ves the g o sate for use as an
FIES SNTTN R

s oMb b U1OATE® ONCONTROILED DATA

e gt Ho&nr0 et 3 Foun ol healthy  onmedicated
1 Coet pone Conshorstive Per natal P arect (1953
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. el ert e the oftypring the U S
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eNEF T RISk "AHK) OF AN DHSTETRIC GRUG FOM THE
FELPRING B _
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Tre T T ha Seiagu e b e fan tectorers f obstetne drugs

St g e effe o ob then drgs on Dhe sugsequent phys:
ta ¢ aevel punens 6t the expowd offsprmg neyond
Tharetcre 115 impossible for the F DA
fatery ettt mine the sk henetit ratiu of a rrug 9s 1t per
143501 nq  Not can the FDA know whether
Toa Tl Pmeuad o the newtx 0 nbant 18 sighid cant L vess

EERTA
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PN ke o v eyt e such o foltuw up
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i a b rdiustn 1 a8 Daugy o Intanes and Chadre s

OQUTMQDED METHQOD FOR ASSESSING NEWBOAN STIHLL
ACLEPTED BY #D.

None of the current methods accepted by the F DA as avidence ul
Iy Jave twen proven sttective in determing 4 drugs more
dysmarphogenk prapetes  the abiliy of a drug 19 cause func
Lona or structural #bnormality The FDA has traditionally
ronsidared the offsprning 1o be essentally unatfecied by drugs
administered 10 the mother «f the infant scores 7 or above ion a
The
Augu Scale rates two points each for normal () heart rate,
(b} raspranon 1U) muscie tnne {d} response and fe; shin rolor
The 1ating is crule and subyec’ 1o bras since frequantly it 1s based
on the opinion of those respons la. for the infant 3 detvery

.
The Aterican Academy of Padi.irics Commuttes on Drugs hae

Loty that the Apger Score will wisanty only the most gross
ﬁ wrotogic dysfunction or brain demage A foliow up

ves ong the chidren subsequently found to have
cer gl y 43% had been diagnosed as normal when they
were Mschdrged trani the hospitais newborn nurseries

FDA IGNORES TS OWN GUIDF LINES FOR evaLuatiNg
NEUROTOXILITY § BORNS

,
Te, FOA s own gu for the evaluation of drugs used n

megnant women and an chilitren” note that drugs cifculating m

the pioodstieam of 1he newborn infant Lan penetrate the infant s
bram Drugs trapped iri the infant s brain at burth can ady"ully
aftect the rapidlty developing nerve gireuitry ot the bran ’nd cen
lra’ nefyous system by sltering the tailowng tran processas

ol Neuronal ma uration  the rate ot which the nerve cell
nthe bran 0 stute

ttn Lell differentation  the process by which the brain
cetis oavelop i viduat charactenishics and capacity 10
Larry out spegyfic functions

tet Celt migrétion  the process by which the prain celly
ard Gunted inte thew proper place within the brain and

- central nervous system

i Penddtic @borization  the interconnecting of the

branch iike ner 2 fibers g the circLitry of the brwn s

tormed .

Myetinization of netve fibers  the forming of an insuie
tny sheath of myelin (tat hke substance) around the

fe

nerve £ This insulation betps to assure that the
- nerve‘lmoulie: the messages 1o and from the brain ’
witl travel thewr normal route .

Any glteration in the ievelopment uf (e intricately complex
aerve whowiliy 8¢ the tean has the putential for permanently
altermg the way the bean processes and responds 1o wiformanon
Yet the FDA does mot require the manufacturer 1o state in the
package insert the tact that the delayed iong term etfects of the
drug on the subsaq, neurokogic or af the exposed
olfspring ore unk nown =

: ¥
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n.,,. imphtation of these chahges in brain LITCUIty ware succinct

ted by Qr Dondd Tower when as Director of the Natonat

. Inshlule of R gkal sqe C ative Gisorders and
Strok: he caulioned

11 13 the brachemical chcuitry  the blochermital
messengers and the [ elevant nerve cetls n the brar
that torm the basis for mankinds behayior

e CRITERIA FOR EXCLUSIDN PERMITTED TO BIAS

RESEAMGH CONCLUSIDNS .

The FO@ appears 10 make no effort 10 evaluate how the critena
for exclusion (rnsom tor excluding an infang from the grou to
b testdi) skewthe findings of safety in yegau to the infant
For exampie many-sfudies ot FDA approved obstetric Orugs ex
chuaed from testing any mflﬂ‘( born 1 a Maalthy mother whao re
ceived 3n eprhural hlock during labor if that infant sheweq ev)
dence of gevere intra u(,nnc trauma and/of’ an abnormat physical
o 1elrologic condition at bIrth of durig the PUSTRA tum pgTiod
{tha first days of )}M These exclusions ignore the fact that the
trauma and abnormat conditione observed in the infant cowd
have Deen cuussed By the drugs administered to the mothes during

labor and bith
-~

WHO DETERMINES THE “SAFETY"" OF OBSTETRIC
DRUGS IN REGARD TO THE UNBORN INFANT*

o OBSTETRICIANS NOT PEDIATRICIANS DECIDE mi
SAFETY OF DRUGS ADMANISTERED TO (HILDBEAR
WOMEN

.
1t 15 weil recogrized that 1t 1s the fetus and newb:)m infafit who
are most vuinerable 0 the “xdverse effects of obstetrid related
drugt  Yatthe FDA refies p  narily bpon its Fertibty and Ma
tarnal Health Drues Advisary Commpttee (FMHD! compesed
aigntially of olstetricians for advice o the safety of new drugs
and aiso of drugs currentty marketed far use 1n childbearing
women No expert, spec:fically voncerned with the effects uf
obstetric drugs nn the subsequant deveinpment of the exposed

< ottspring not any mtsrduciphnacy consultants regulsrly attend

“ sthe FMHD Advrsory Committee medtings

The obstetripians who make up the FDA s FMHD Advisory Com
miltee are awaie that it they recommend that the FDA remove ity
approval of 3 dr ;g UMIC W obstelrics they wlt iNCTease the poss
bifity of malpractice htigation for themsel ses and thew colieagues
who have mq.} trouble with the drug  Their own seif interest
works against thewr recommending that the FDA remove s ap
proval of a drug for use In obistetrics uniess there IS blatant v}
dence of danger "\

»
FDA REFUSES TO ESTABLISH A PERINA TAW DRUG
COMMITTEE

The FDA has no advisory commitise of Jdepartment which h

the axpertis 1o evaluate the effect on the chuld of drugs used in
pregnancy akd‘or obstetricx
an&ﬂs 10 estabhish a multidisCiplindty B natat drug visory
commuttee tn consier the etfects Lr the child of drugs admimis
tarad 10 the mother Hurng pHEYNEncy hertuntion and 1actation

The FDA hat refused repeated “Tintee the sectinn  Usage 1n Pragnancy

"o EVASIVE WORDING P(ﬁMlTTED

3
{

\

II6W RELIABLE ARE THE PACKAGE INSERTS FOR
OBSTETRIC DRUGS? ,

o FDA PERMITS MANUFACTBR&RS TO MPt Y YHAY THE
VAJOR RiSK TD THE FETLS®S LIMITED TO YHE FIRST
THREE MDNTHS OF PREGNANCY %

The FDA permits manufacturess th uve statements suchas This
drug should not be takan during the first thiee months of preg
nancy  of words to that ertect which imply that the fetus 1s at

far sersous adverse grug effects Miy 1! the mathes 1. Jiven the
drug during the first trumester OOJuqnww -

Wrate the furmationdbf the etal heart and other internal qrgans 1s
relatively compiete by the ent of the first ‘three months the fetai

. mm-m the nesve CHcudry which make up the fetal Lentrat ner
vous system (CNS) are developing very rapudly around the tine of
bith  Therefore the train and CNS of the folud and newtorn
NSt are vuinerable 1o diug imduced Jamage a1 lhdl time

IN PAUKAGE INGERT

Monudactuiers ate perm.nea 10 use Wor 1ing in the mckb;e st
wh,:n tmphes That 2 se10us adverse reaction 10 the drag will
Tottur i the hother the fetus ur the newbors infant only if the
mother 15 hypersensitive  to the druy in une secent study
aone 0wt of every four infants whose mothers racevad Only 50 mg
vf meperiine during taho (consuterest by méhy (o be 5 minim gl
nsel showed \1gns of neuroiogiC repression at turth

The FDA permits manufacturers 10 state n the 08ckage msert
that a Jrug has  no sIGNINICant effect on fetal development tor
words 10 that efiect} everf though the manufactyrer hias made no
etfort to carry vut and the F DA has not required a ‘controtied
scentific investigatior and long teem follow up of the exposed
offspring te determine yhethet an abserved effect in the newborn
15 or 15 not significent to'¥he chitd s physical and neuralogic devel
opment .

Anothet example of gvasve worging permitted manufacturers by

e FOA « the statement In Dr@nant women Othde
than in tabor has not teen estahl (D"(mls to that effect}
Such a misieaing statement Mplies that the drug has been
Doven sate foreuse duning Jabor wher’. n tact no such proof
exasts il

“

® MANUFACTUSREQS PERMITIED TO BURY WARNINGS ON
FERIOUS RISKS .

.
The FDA peimits the manufactuer 01 & tiug freljuently ysed in
soidurai block e\ 1a note some of the drug s mast sefous ad
verse effects under tne saction ol the package insert entitied
Allerge Reactions  fy removed fhom the section enutied
Usage 1n Pregnancy o Use t Obstefrics  under whut: such
adve: se ettects should be noted P
4 ~

the text reaits

Sgte use in pregnant women athes than in
labor has not been establishad

L
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,
One has 10 look much farthe on in the packagy nsert uhder the
saction  Allergit, Meections 10 iearn of sbme of the risks in
voived when the Brug 15 used for enidural and caudal anesthaue
Under ‘Allrgic Aisactions the text reads
-

With rére exception those drugs administered 10 the mothee dur
g labor and delivery capidly filter through the placwntal mem
brapes and e~ter the trt# crculatmn and brtin  The drugs and
their metabotttes which for some drigs are equally hazardous

= Reactions fetiowsny epldursl or caucal anesthesa alss
may include  high GF 1018l spinal block, uninary reten
tion fecal incontirence loss of parinest sensat un and
sequdl function perusteniinaigess paresthesia and
paralysis Of the lower extrem;ties Hesdache and back
ache and siowing of iabor ard ;ncraased ind dence of
fovc?s deivery

Lo

[ T ey

+

L1} o’fnw: responsible for aporoving and Overymig the “rug
and its pacluoe insest permitted .he manufacturer to note these
serious JOVEraE efficts under the saction headed  Allergic Reac

tons Jhtv continue W permit such inapore ¥ iate placernent
of this important inforration  1ong after the situatiqn has been
brought 10 thes anention M ":{

Despite the wowing céncﬂn that uglo*i biock an"gsnagsu
tepwh,tal spinal etc} may be contributing to the ising rate of
cesarean wction 1 the U S the FDA has made nowt{or® 1o
investigate whether 1egional block anesthesia mcreases the need
for cesarean section Derformed bacause of dystunct.onal labos
amt or fetai distress

.- .

MOST DANGEROUS EFFECTS OF OBSTETRIC DRUGS
FREQUENTLY OMITTED FROM PACKAGE \NSERT
s

The dgs ot tne gay refiex 15 one of the most dangerous effects of
obstetric drug 11 the drugged mother retches vomitus or gas
e Huid and her gag reflex fails to prevent the acidc caustic
substance from being inhated inte her lungs pneumoma or a life
L g A of vomutus can result
This condition can algarBecur 1 the nawborn infant whose neuro
logic system inMoressed by its mother 5 obsterric drugs Yet
these eftacts are nOt mentioned In the package insert of those
drugs which can cause these hazardous meurologic dystuncticns
l%mmm-mg ar antacd to the mother during labor will reduce
the a xfity of her stomach but can create problems in stself |
vk mcrdence of suffocation or cherrical pneumonia resuit
l:‘pu’anan of vomitus 15 unknOWn  Death rerti‘icates
ot always specific  and physicians are refuitant to report

such o cuneq?s 1dthe FDA

ey dangerous but unmentioned adverse effact occuts

obstetric ‘ng is Paivertently ._mecml into the moth

Ioodsq‘am into the wrong oea ol her spine or into the

fetus asmitS } The resunt c‘- he @ neurologic shutdown for the

mother or her baby Yet Yhe nufacturer 13 not required o

note this very real pospibility 1y PUtential jeffects in the
cckage inwerd N

These damers e intensifiad f the anesthetic 29E0t OF biock 1%
admunistebed by o nygse anegthepst when no ohysicuan i present
to handie a sudden drug inducyfll emergency 2

v

nME oF FETAL £XPOSURE TO OBSTEJRIC NRUG NOT
REQUIRED IN PALKAGE INSERT

.
1 . r
. -
A
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10 circutate in the fetal bioou bram™ and other crjans
during Iab?r and for sever al hqurs or days after hirth
. I

Yet drug mmm’mreu are not requized to note in the package
isert the avecdge lapse of tme between sdministration of the
drug to the mother aryd the time the drug enters the fetal circula
yon  Nor are they required to nate the number 0f hours or days
the drug and 1ts mutabolites can stilt be d=acted in the biood o
the bo:n snfant  Thas nf 15 impor taat to padiatn
fans and others canng for and plescribing fop the newborn
nfant

» .
Gi'.SCEMItAL FACTORS DETERMINE DRUGS EFFECT
-

The e,fects on the unborn child of a drug admgaistered to or %

* taken by the pregnant of partur ent {laboring) woman depends on
many factors  (a) the sl and traming of the health care pro-
vider” (b} Yhe type and quantity of the drun {c) wherlind how
often he <rug 13 admemistered (d) the Condition of the mot
the placenta and the fetus when the drug 1s admunistered [
interacion of the drug with other drugs, stc  1f all baochermical
factors are favorsble the ldwalopmem of the exposed offspring
may not be affectsd or 9t least not to any dr.cernible degr

. Unfortunately 1t 15 impossibie to pedetermine how an iAdwidual
fetus wili be atfecty
teredt 1o the pregna: ~ogan ¥

CAN ONE GET A LIST OF THOSE DRUGS WHICH "
HAVE BEEN APPROVED BY THE FDA AS SAFE
FUR OBSTETRIC L SK?

o FOA UNABLE TO SINGLE OUT THOSE DRUGS THE *
AGENCY HAS APPrUy tD FOR USE IN OBSTETRICS

Uatl recently the FDA did not appeat {0 show pafticulat concern
reerding *he adverse elferts on the fu_u!oyhe Vanous drugs in
gested by or admuustered to pregnant «nd parturient women
Efforts to obta =~ from the FDA a fist of obstetric related trugs
which have been approved s sare for such u® by the FDA have
proven fruiiess . . N

« -

WHAT ABOUT THE FDA'S NEW RISK
CATEGORIES FOR OBSTETRIC DRUGS” -

® NEW CATEGORIES OF OBSTETRIC:DRUG‘ RISK TEND
TOGIVE FALSE SENSE OF SAFETY

The FG# has cstsbhshed live categores 10 ndicate & drugs
potenta@l tor causing birth defects Howewer eyen drugs in
Category A (the Zatejory of teast nsk in which well con
trolird studies 3N women have taded to demonstrate wnmedt
a*e risk 1o the fetus) have not been testeg) 10 determine whethier
Or not thare are delayect long teem risks 1o *e physicai and
eurolOgic dAbsIopment nf the sxposed offspring

\

B

¥ 2 drug of combination of dn;‘gs dminig,. #
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WHAT ABOUT VLTRASOUND AND
DEVICES SUCH AS FETAL MONITORS?

SAME FLAWS SEEN IN FOA7REGULATION OF MEDICAL
DEVICES

¥
The FDA has spproved the use of ultrascuna thigh frequency
sound} for fetal magery (sonogrami ad monitor irg during fabor
without requiring manufacturers of the devices to advise the phy
sician 3nd the patient that the delaysd long term ettects of ultra
sound or the sub: b of the fetts and

. ! on the ova of the ferrale fetus are ;.Am.n
! .

The FOA cautraned againit the unnecessary use of ltrasound 1n
abtetrics in the oftiial  Federal Regiscer (vol 44 No i),
np 4542 9545 Fen 13 19279 FODA ottier Dt Margh
Finkel summarized the F DA 5 concerns

5

animal studies have been reported 10 agvedt i
that diagnostic ieveds of ul:rmug} cause 3 delay
LTV 1av o o aitered
behavior EEG Thram wave) changes anomalies.

and decressed sufvidal .
.

( - -

*
The FDA;‘n cautionad that ultrasound should not be used rou
unaly 'but oniy when there is 2 valnd medical indication snd
should contined 1o the lowest exposure leveis conustent with
g e3sential diagr \,L Yas the FDA has
chosen NOt 10 bring these obsrved eft o the public s atten
tion v the FOA Consumer magazine oDy news reissts
DOES THE FDA'S MAGAZINE FOR CONSUMERS
DEAL TRUTHFULLY WITH THE Risks OF -

APPRQMED DRUGS AND DEVICES?
o FDA MAGAZINEFOR CONSUMERS WITMHO\,DS
INFORMATION ON RISKS .
/ .
The FDA Consumer zine ed and published by the

FDA frequently withhonis from the public infarmation on the
serious, side effects riske and partinent areas of uncertainty re
gardng the drugs and dew:ﬂ drscussed i articles which WwppeH
i that pubircation™

ﬁm mformiion n this hiet may be d

~ | but 1t s mformation you wilt nesd for mdmg mlonmd
I docmom regerding your bulm cars

—

W‘HSAT 10U CAN DO

| / -

t For informaetion regarding 4 spechic drug ask your physi an or
prarmacht for o opy nt the package nsert o consult the PHY
CIANS DESK REFEAENCE (PDR) et vour pharmary or incal
Hin e The infarmator n tne POR is The same 35 that in the
PICKAGE nesrt whieh 1o we tten by the manutaciurer and apyov
o by the FD:\

Chedk th your harmBCISt as 1IN inte o tan Of the drug with
fonu bavetages or other rugs you are tskahg

~

P t

3 Cheric with your focal Hibtay for consumes orented oot s which

HIyss Aeug actions s nteeactidhs s n The Peopls s Phatma

cy  Pdis Ponvgs and Profits " arnt the Crisis 18 Sex
HOTmones  etc |

-

Save umﬂmhun labets Keep 4 record M ail deugs raken
et nek generic name amount prescribed and number of
2 tim#s taken in the case of pregnatcy keep a record of alf drugs
taken ifuring Dergnancy (hegineing with the date of the 1ast man
strugt penodl 13 pprth g Lreastiseding Remamber thy
averwheiming majnrity of anigs have nevrv been evaluated for use
N abstetrics
. e
; In the everit of howpitalization obtan and preser e 3 Lomplete
sop g of your hospifel medu at records 11 ho}_an.:'vzpd for chibd
hirth also ghta.n dtnd preserve a complete copy of yout nfant s
ROWHA medical ceeaMs nctuding rursing nofes fab reports
beanG name of fetal mumitng jong terns effacts of ult asound are
unkoownl any x rays fetal momitor sthp charts ste

tonal Women ¢ Health Nenaorh
4 Saventh 5t SE Washingion (10 20003 i

A% .

L 3

-
85.762 0 - 8z - 2

Chad Health New vorx .

- hY

hospital s Medicat Records Agmin'strator

Alaska Fis La Mich Nev Penn  Wisc
Cots i Mane Minn NJ § Dak
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*

& Ful information unavarlable Sewhgre o 10,7200t 1 wn adverse
dtag vBachon BE @ suspeclad drugrelated birth defect write to

Aw0c Lommessioner Biftice of Consumer Atfairs -
U S Food and Drug A dmimistration s
5600 Fishers Lane . ¢ r
. Rockwlie Maryland 20857 -
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" Mg. HAIRE During the preparation of my«report I.learned that
most of the drugs administered to women during' labor and birth ’
have never been approved by the FDA as safe for such use a
hat none of these drugs has been subjected to a properly con-
x)llle(.i, scientific evaluation and found to be safe in regard to the
drug's effects on the offspring’s neurologic development. The FDA
. does not require the manufacturer to demonstrate such safety.
At no other time 1n &n individual’s life is his or her brain more
. vulnerable to trauma and permanent irjury than during the hours .
whicksurround that individual's birth. Other major organ systeins
-'are essentially formed by the first 4 or 5.months of pregnancy. It is *
- the nerv;} circuitry of the brain and central nervous system of the
- fetus whichp js rapidly developing as labor begins, making' these
awesomely” complex structures vulnerable to permanent damage:
from the-grugs and procedures administered to the mother during
that time. -
Dgugs administered to the mother during labor and birth_rapidly
filter through the placental membrance and enter the.blobd and
brain of the fetus in a matter of seconds or minutes. While the
fetus is connected to the mother’s circulatory system, her system
.helps to eliminate the drug from their two systerns. However, if a
~ drug is Yrequently or continuously administered to the mother
. during labor, which it often is, there is a tendencysfor the drug to
- = accuprulate in the maternal and fetal blood and brain due to
&\ * overload. k ) ~
* Once the infant 5 born and the cbrd is ctamiped, those drugs ¢
-which are present in the newborn infant's blood and brain are
essentialy trapped in the infant’s circulatory cystem. Because the .
newborn’s metabolic and endocrine systems are imumaturs the ~
infant cannot readily hreak down and excrete tlge drugs. The
trapped drugs, or their potent metabolites, theyv continue to circu-
late in the newborn infant for sb%e{:l days or longer. One study by

L]

Rosenblatt shows, the effect” thrdugh a 6.weex testing period so
these are not short term effects. What doef t tolonged exposure
to materpally administered drugs mean to the later neurologic ’
* developmént and behavior of the offspring? Drugsinduced biochemi- i
cal alterations within the bramn of the about-to-be:borp or newly
born infant have the potential for permankntly disrupting the
-normal link-up of the baby’s brain cells by altering the biochemical
markets which guide the cells.into their proper places. It is some-
\ \What aralagous to the unintentional. spilling of a chemical oyor .
telephone wires which are being connected according to the color .
code at the end of eack wire. The chemical removes the color from - »
the wire ends. The teehnician must continue to connect the wirds, ’
not knowing exactly which® wires to connect with which. The cir- -
cuitry is comple(,ﬁd; it functions, but imperfectly.
While the process of cell migration is no y:*ht/fullly understood,
present knowledge of neurobiology s s that the normal bio-
-chemical message left along~the pathway of the neuron by the
preceding cell:-as 1t’ travels toJits proper place within the centra .
nervous system-—leave a biochemical message along the path
. which directs the next brai cell into place. Dfug-induced changes .
in the biochemical megsage can disrupt this vital process . '
L e . §
Q




: 15

Lesions, resultingefrom the' death of cells due to drug-induced,
sprolonged reduction or deprivation of oxygen, can also disrupt the.
brain’s circuitry by requiring the cells to find ather routes by
which to form the-clrcuitry I recently gave a talk to the Royal
Society of Medicine in London and 1 found, in talkeng with the
' various physicians, that they assume that the major form of
damage to the fetal brain is through hypoxia. I hope that ohe of
the things that comes 6ut of this hearing will be that mor® people -
. will hegin to appreciate the potential for obstetric drugs to distupt
‘ brain circuitry in the exposed, offspring.
There is no doubt in my mind tjiat a significant proportion of the
"“Traillion children and youths in the United States who are afflict-
ed with significant mental and neurologic dysfunetion are thg vic-
ims of obstetric medications administered with the very bebt of
intentions to th& mother during labor and birth Of the 4 million
almost 1Yz 'milliog are considered to be of normal IQ. So we are, not
" talking- abgut the retarded. We are talking about perfectly i_rgtelli-

>,

gent childrerf~¢ho cannot learn By the ordinary methods.

The FDA's own guidelines for the evaluation of drugs used in
. pregnant women and in children, which I submit for- the record,
L acknowledges that drugs circulating in the bloodstream of the new-
born infant penetrate the infant’s.brain and that once in the brain
. the drugs can adversely affect the rapidly developing nerve circuit-
“7ry of the brain and central nervous system by altering ‘the
following brain processés: (a) neuron maturation: the rate at which
: the nerve cells in the brain mature, (b) cell differentiation- the
/' process: by which the brain cells develop individual characteristics
" ,and capacity to carry out specific functions; (c) cell migration: the
process by which the brain cells are guided into their proper place .
within the brain and central nervous system, and (d) dendritic .

! arborization: the interconnection of the branch-like nerve fibers as
" the circuitry of the brain is formed -

{The material referred to foilows |

-
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- GENERAL CONSIDERATIONS FOR THE cumcéev‘umﬁpn !
OF DRUGS IN INFARYS AND CHIL
. _ N T )
‘GENERAL PRINCIPLES

A. INTRODUCTION AND OVERVIEW
booklet entitled "General Considerations for the Clnical Evaluation of Drugs"
contains much information which is applcable to drug tes.ng 1n chiidren q‘nd it should be
. considered 3 companion piece to this bookles.

To tfacilitate approval of new drugs for use in children testing should be related to the
anticipated duration of usage ‘and t(:‘tpe size and age of the pediatric population lik ly
to be exposed to the new drug.” Emphsis should be placed on elucidation of unexpected
toxicity, not simply colecting examples of the types of toxicity predictable fronr
knowledge, of the phgrmacelogic propertiestof the drug. New ang innovative forms of
’ vio and_in vivo testing should be employed because new, agents developed today,
hich may exhibit some, of the same forms of toxicity responsible for therapeutic
Cftastrophies of the past, may i.ot be identified as such by current testing procedures.

The desifn of studies must be flexible 'to recognize the r.»ad for evalugtion of a new drug
or substafice for the treatment of rare diseases or diseases whichare unique to the
pediatric age group. In these circumstances, special considerations may include an
abridgement of the uswual requirements for safety and efficacy. Such abridgement shoul
be considered when the use of the drug 1s limited to a few patients, particularly patien
suffering from a disease for which no alterAate therapy is available. In addition, an
investigator concerned with such Patients should be allowed considerable latitude to
adminisger various substances, particularly- naturally occuring amino acids, cofactors,
¢nd viggmine without extensive preclinical studies. Furthermore, if no appropriate
anifhal miodel for a disease condition exists, and if efficacy is readily. demonsfrable (e.g.
certair seizure patients), early efficacy studies in children are appropriate.

B. FACTORS AFFECTING BOTH SAFETY AND EFFICACY .
A}
1.  Methods
Adequate methods for determination of the ‘drug and its major metabolites

(especially ‘those which are pharmacologically active) in biologic fluids
(especially serum and optinally in tissues) should be developed during

prechinical or early clinizal (phase 1 and [I) testing. The partcular method .

obviously will depend on the chemical nature of the drug, expected concen-
trations in serum, etc., but 1t should Mot require administration of radiation
emitting substances. Assays based on techniques such as radioimmunoassay,
83%-liqud chromatogeaphy, and competitive protein bindi  are at present the
most likely to achieve the desired degree of accuracy ‘ivity, and repro-
ducibility. Use of stable 1sc*opes 18 a method of great puo...se, although the
nit1al cost of equiment may be prohibitive except in research centers and the
N National Center f?r Toxicologic Research. The administration of radioisotopes
to children 15 not”to be generally condemned, but it should be avoided except

+ ! ~ ..
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under spefial circum$tancs, Such techniques are of great value and entirely
approprigte for special studies under af ropriate czrcumstances. For example,
use of ‘tracer amounts of labeled (1%C, 3H) amino acids, glucose, or “Gther
intermed.ary metabolites may be invaluable for defining metabolic diseases,
N and similag employment of labeled drugs could conceivably be employed. Use
' of sotopes. other than 14C and 3H, which have short halt-lives and low-energy
emission equivalent to a conventional chest- x-ray offer considerable promise
and, should be employed whenever possible. v .
The small sampie volume obtainable, particularly trom small infants, 1s a
critical factor in the development of appropriate methods, particularly when .
multiple samples are required. This 1s not a prohibitive requirement and should -
not be used as an excuse to avoid development of appropriate assay procedures.
Radioimmunoassays for drugs such as digoxin or diphenylhydantoin have been
developed wh:ch utilize as lttle as 20 to, 100 microliters of serum. The
. development of appropriate methods for determination of serum levels 1s
. particulariv important for those drugs 1n which serum ievels can readily be
related to pharrnacologic or therapeutic effects. In these instances, deter-
mination of serun levels 15 the key to studies of dose, dose interval,
btoavailability (when ‘coupled with urmary excretion), apparent volume of'
distribution, etc.

) 2 Methods should be continually reviewed, revised, and updated with the goil
—/ " of developing miethods appropriate for routine use in laboratories cooperat.ng
- with the investigator, and such assays should become syffiGiently standardized

e, and simplified so they are within the practical ca;ablhly of the clinical v

3 - laboratory of any large hospital. Moreover, rmdmcanons should be directed
\ toward dentification and quantification of the principle meétabolites of the .
drug, so comparison may be made with thé elimination pattern of adults, If
major differences ewst, such studies would serve 3» a warning of possible
adverse efferts and-should lead to attempts to identify the unique pathway Bf M
. metabolism i1n the immature panem
With certain ca(egones of drugs - the so-called "hit and run" agents, such as ®
the cytotoxic drugs, cegtain enzyme inhibitors, storage granule depletors,
etc. - assays of serum I:\s are ot little or no vdlue. Thérefore, requirements
for assay methodology may be relaxed or waived. Other appropriate assays of .
biologic effect should be developed for these ggents. For example, inhibition
of incorporation of tritiatecd thymidme into{white blood cells might be used as
. a measure ~f the etfect of certain cytotoxit agents. Antibiotics and certain -«
' other chemotherapeutic agents. have special requirements and methods -~
for estimation of effective serum levels. Bioassay techniques are entirely
appropriate as long 2c ine method 15 scaled dowh to the small sample volurne
of pediatric patients. Techniques employing the patient’s own pathogen
as the test organism should be available for the use of clinical laboratories

. _ engaged 1n phase Il and IlI mal;\ :
2, Studies of Abforpuon, Distribution, Metabolism and Excretior: (ADME)
Studies with varying degrees of depth;and comple(eness, ropriate to the | .
drug and its intended use, are essential for each age group q&i are described /
in detail in the respective sections. In general, the preclinical and early
. clinical phases should lead to accumulation of data which arcount 1n a major
way for the disposition of the drug. Not every metabolite may be dentified,
and the intimate details of each of the ADME phases will not be elufhdated.
& Judgment 1rust be exercised about requirements for data which are clinically '
. " refevant, and not all drugs should be subjected to futl m’vesnganon However,

e : “\

.~

\ 1
. .




.

P

- ERIC

~ - .

- . . . $
.the following data should be available for drugs ' shich’ will be administered
oraily in dimded doses’for courses of one week +  longer:

a.

b,

. -
Absorption: Fromthe physical na‘dre of the drug and 1ts pKa the influence
of changes in oH of the stomach and intestine on the lonization and thus
the ption of the drug can be predicted and verified. When appro-
prﬁtc, he a‘)pro'umate percentage of a single oral dose absorbed thould
be determined. If easily studied and when of possible ciinical tmportance,
the area of the gastrointest nal tract where the drug 1s absorbed (i.e.,
stomach, terminal ifeum, etc,) may provide useful information in pre-
dicting drug interac tions and alterations in abs~rption In disease states,

Distribution: Binding to plasma proteins (affinity and percent nd at
trerapeutic blood levels), whether albumin, globulins, or special Carrier
prote.ns, and the percent of total serum concentration which is "free"
should be determined. Distribution and particular propensity- for accum-
ulation or fixation to certain tissues (for example, tetracy.!ine in bone and
teath) ;n developing and‘mature animals should alért reviewers of possible
forms of toxicity so appropriate additional studies can he requested.
Apparent volume of distribution may be useful in. designing dosage
regimens. Studies of dialyzability may be ful in developing recom-
mendations for thd management of overdoses accidental ingestions.

Metabolism: ' The pattern of metabolites and the biotransformation reac-
tions involved - tha® 1s, hydroxylation, demethylation, glucuronidation,
etc, - should be known from studies 1n man. Requirements for ioxicity
studies 1n immature amimals (especially rodents) should be limited, if
possible, to a species for which experimental evidence has established a
simifarity by immature humans to the handling of thé agent being tested.

Bioavadability f

An important influence on studies of safety and efh‘c‘ac; 1y the bioavilat.:!1
different formulations and of different.manufacturers’products. When

'V%é\

dosage form constitutes a new chemical-entity, appropriate studies must

conducted 1n adults before children ar posed. The exact and total con-

" stituents of the final dasage form should B® known. Smudies of bioavailability

should include, but not -be myg?d to, determination of serum leveis and the
time of peak levels after, a Mingle dose. Total absorption 1s usually best

determined by quaptitativ
and its principal me

betweds newborn infants

jetermination of the urinary excretion of. the drug
‘Aecause of differc ices in pH, gastric emptying
tg., differences 1n bidavailabiiiby, esp zmally
d adults, should be duly consnder,ada{d invest-gated
» when changes in gastrit, or intestinal pH, flora,

estinal motihty,

appropriate. Moreo

or/motility might be reasonably anticipated to differ Yrom normal because of
disease or other factors, additional studies are indicated. Studies of
bioavailability often may be sufficiently covered in conjunction with stuties of
absorption, efficacy, etr., and need not demand independent investigations.

The possible toxicity or influence on the pharmacologre properties of the drug
by thee vehicle and/or other components of the formulation (stabilizers,
excipients, etc.) must be considered. This results from the fact that many
drugs tested in the form of tablets or capsules In adults will b2 administered
as suspensions, solutions, or elixirs to infants and chgggen. Moreover, the
vehicle or solubthizing chemicals in parenteral preparations ffust be cor < dered
as a pussible source of'dniquely toxic agents, parncula;ly for newborn 1nfants.

, ~@,
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P"" Interactions .

Interactions between drugs ocCur 1n a variety of ways, ranging from' physio-
chemical incompatibilities to opposing or shrglstlc pharmacologic effects.
Preclinical and in vitro testing cn be expected to detect most interactions,
particularly when coupled with phase 1 and I testing in adults.s However,
especially in nepnates, age-dependent difierences in pharmacokinetics may
result inunique interactions. For appropriate review of a new agent, the types
of drugs which may be used in conjunction with the proposed'agent for the same
disease or condition at different ages should be considered to completely
evaluate possible drug interactions.

Physicochemical interactions will probably be detected in early work with the
new drug. Of particular concern in pediatric usage would be interactions which
might interfere With the absorption or action of vitamins, trace minerals,
essential amino and tatty acids, or other constituerts of infant formulas and
other dietary sources.

Physiologic or pharmacologic actions which might further impair the nermally
limited capacity of the neonate to metabolize andfor excrete drugs wolld be of
partrcular concern. Specifically, inhibition of or competition for™ hepatic
biotransformation reactions occurring via the mixed-function oxidase system
and/or the glucuronide conjugating system, or decreases in glomerular
filtration rate or tubular secretion can be predicted to have important
consequences for the newborn.

»

Further interactions of parti¢ular concern to newborn infant. relate to bili-
rubin, particularly with drugs administered near term, at delivery, or directly
to the newborn. Binding to albumin with displacement of bilirubin and
enhanced neuroto xicity 1s known to occur with a number of anionic compounds.
Other factors {e.g., hypoxemia and acidosis) have also been reported to
increase the potential toxicity of bilirubin. Moreover, binding by drugs might
interfere with the transport and action of endggenous substances other than
bilirubin {cortisol, thyroxin, fatty acids, etc.) and with the binding of other
drugs. =

ﬁ.'éme Induction ) /

The importance in pediatrics gf the induction of hepatic drug-metabolizing
enzyme activity by exposure to drugs and chemicals 1s unélear at present.
Three' hundred or more drugs and chemicals are known to produce marked
increases $h*liver size, proliferation of smooth endoplasmic reticulum, and

H

“<

increases in the specific activity of mixed-function oxidase and glucuronyl

transferase enzymes in experimental arfmals. In clinical studies, small
changes in serum concentrations and half-life for a few drugs have been
reported in adults.,“p\lthough some negative reports Egl/e appeared.

(4
Almost m?hlng i1s known ahout "nnducnbnlnty"at various ages in man.
Decreases in serum bilirubin levels have been reported in congenital non-
hemolytic jaundice and in normal infanks with "physiQlogic" jaundice treated
with phenobarbital, nikkethamide, and DDT. Increased smooth endoplasmic
reticulum in hepatocytes and increased NADPH cytochrome ¢ reductase (a
microsomal enzyme) activity have been shown in infants treated with pheno-
barbital. Similarly, increased glucuronidation of salicylamide has been
reported. Thus, the infant can respond to exogenous "inducing” agents although
the details of the process and the extent and the clinical imPortance of this
reponse remain unclear.

~—
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When induction s considered relevant, noninvaswe typesbof studies, such as
antipyrine half-life as determined’ by salivary concentrations’ or urinary
excretion of the hydroxylated metabolite, may be undertaken. The urinary
excretion of 6-hydroxycartisol or D-glucaric acid may also be uséd as morutors.
Invasive techniques - such as direct determination of serum half-lfe or, ° .
rarely, liver biopsy obtained adventitiously - may yield more direct data. -

v

C. EFFICACY . .
Because of ethical considerations, reasonable evidence of efﬁcacJ generally should be .
known before infants and children are exposed to the agent. Testing against the best
known agent will be the preferable method for establishing efficacy with many drugs. A
drug may be useful for only a certain percentage of the population diagnosed as having
a general broad category of disease. For example, 1t is entirely possible, that only a
relatively small percentage of the "disease" population with bronchial dsthma (a disorder
probably of multicausal etiology resulting 1n similar clinical manifestations) may benefit
from a-particular therapeutic agent. .In contrast, evalyations of efficacy at times may
deal with an extremely small population. For example, 3 useful agent might demon-
strate efficacy after study in only a few patients with a rare aminoacidopathy.
Therefore, the requirement for demonstration of efficacy must not deal with fixed
numbers. Again, flexibility must uhderline decisions about the number of subjects in

" each phase, , . *

Based on ethical considerations, sick children rather than well ones will be the principal
source. of the experimental population, therefore, platebo groups cannot always be
employed. Obviously, therapy cannot be withheld or an inactite drug cannot be admin-
1stered by injection or other painful procedure. A number of alternative methods to the
classical double-blind placebo experimental design can be suggested. In many instances,
a standard drug can be used for comparison. | Historical group controls may be ytilized.
"No drug" crossover ean be used if the patient can tolerate a "no drug" period without

* serious rompromise of his health, At times, the patient may serve as his own control,
either as a personal historic control or In a "crossover drug/no drug” or "drug/standard
drug” design. The drug may be most importantly compared to other therapeutic
modalities, for example, behavioral modification, psychotherapy, diétary manipula-
tion, and so forth. !

Shacitic types of diseases where e;f’ftcagr S litkely to be tested a:g\-descrlbed for each
age group in S{ctlon it ."

D. Expamuﬁtm. DESIGN R N

Ethlcal,' pract: and legal considerations may preclude studies by the most theoret- -
1cally ided] experimental approach. ThisYact need not be viewed as an insurmodntable
obstacle because drugs should optimally be tested under conditions of actual clinical
use, whether administered to hospitali¥ed patients or 1n office practice. Such consid-
erations do not obviate the need to establish a rigid protocol, including appropriate
controls of whatever type, evaluating dose response phenomnena, and adhering td sound .
experimental design. N
Study design must: (1) aécount for adequate control of variables and include appropriate
statistical procedures, (2) detail methods and provide validation for assessment of
benefit, (3) allow for handling of adverse or side effects, and (4) demonstrate awareness
of the placebo response, both for beneficial and for adverse effects.

Perhaps the single most important variable to be assessed and controlled is the com-
parability of the study populations. This must be assessed in terms of a variety of -
parameters appropr:ate to the study, at times including buf not limjted to disease,
social, physical, intellectual, and behavioral equivalence. R

LS
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‘The mechanism(s) for eValuating adverse effects, whether by means of volunteered of
. * - elicited reports, questionnaires, or other nfeans must be clearly stated and appropriate
for the age groupls) under study.  ° !

.t Provision should be made for the rharagement of accidental'or intentional overdosage and
severe, acute toxic redctions. Dialysability, specific antidotes, and other theragzutic
. \meuwes should be assessed, and such information should be included in the protocol

. .

.

which is available to all involved in the study. 1 .

“There should be safeguards to ensure }hat\ny study can be terminated at the easliest
possible moment f danger to the subjects arises. :

o . s

Studiés of bloed, iver, and renal function should be selective and appropriate for known
modes of action and toficidy, rather than the accumulation of a mass of laboratory data
trom samples obtained by venipuncture or other painful procedures which are then run
- throagh the autosnalyzer. Initially, a wide base of studies may be used; but, if .these
studies ace negative, oflly a few highly selective pabameters should be momtored. A

- similar approach 1s suggested for the use of ECG, EEG, and other timé-consuming and

° expensive studies, N v
- v

* » . » ¢ “a

., SPECIFIC'AGE-DEPENDENT FACTORS INFLUENCING SAFETY AND EFFICACY

Growth from conception to adult life involyes complex changes in anatomy, physiology,
bichemustry,‘and behavior which vary considerably from one state of development to
another. Thereforg, the action and adverse actions of pharmacological agents will vary
.as absorption, distribution, metabolism and excretion, and receptor sensitivity are
altered by the changes assoriated with growth and develepment. ’

In recognition of these developmental changes, this portion has been written in sections;
perigds d)xldhood have been divided into stages which share characteristics distin-
guishing #8ch sta e from the otHer. stages. In each: stage, factors which may influence
the dis ion and action of a drug and the major immediate, delayed, and adverse
actions are related to the major biologiceevents of the stage.

By introducing these age groups, 1t is not suggested that each drug be tested in each age
group; rather, this 13 an attempt to ensure that the important bioldgic characteristics of
the age(s) in which the drug eventually will be used therapeutically will be considered in
evaluating both 1ts Leneficial and its undesirable effects. -
. Each age group will be evaluated as follows: - .
-
1. A General Statement of the biochemical, physiologic, and behavioral charac-
teristics of the age group; specific ways in which the child is unique at the
N - stage will be given,
2. Saléty Considerations of particular importance, to the age group. These are
divided 1nto three subgroups relating to the tyge of toxiCity encountered and
the temporaQelationshnp of these effects to the snitiation of therapy.

1.  Immediate Toxaty: Signs and symptoms occur sooff after the ritiation of
~N therapy. ty 2
>4

b, _Delayed Toxicityr Toxic effects occur only After a period of chronic
--«?adihnmr!tnon. Certain adverse effects whyth occur in the immediate
’/,' period “of administration but manifest fhemselves later (such as
. = tetracycline staining of the teeth) are also’inciuded in this category.

-
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c. Late Onset Toxicity: Toxicity which becomes apparent.months to years
later, e.g., adenocarcinoma of the vagina in girls born to mothers who
received diethylstilbestrol during pregnancy.

Efffcacy

Means of establishing the beneficial effects of a drug :md ™ ular Tdrms of
desnrable therapeutic activities.

Problems in Drug Evaluation ’ - \

Spec:al problems Wthh may arlse In the evaluation of drug action In a given
age group. -
Ethical Considerations .

Special ethical considerations pertinent to each age group are delineated.

« A. INTRA-UTERINE (CONCEPTION TO BIRTH)' - _Z,»’ '

General N .

to the physician. He must consider inaternal pharmacolog mer‘hamsms, and
he must be aware of the fetus as a recipient of(fbe dr In therapeutic

The administration of drugs to the pregnant womgh pres:mz unique problem
endeavors-directed toward maternal disease, consequences of dryg usage have

often been unexpected; and adverse effects have appeared in the developing® .

fetus, for whom the drug was not intended. On the other hand, the posstbility

of development,gf drugs for the treatment of fetal disease diagnosed in utero,

should be constdered, and guidelines should be developed for the evaluation of
both efficacy and safety of this type of compound when it 15 administered
either via the maternal route or directly to the fetus. Drugs‘ may also, be
administered to women who are not aware they are pregnant.

Safety and Efficacy . . N

Adverse effecty of drugs on the fetus vary dependjng on the stage of intra-
uterine development.” Before implantation, drilfs may’ appear in high
concentrations i1n tubular ﬂung and lead to the death of ‘the fertilized ovum.
Drugs which cause an adverSe effect during organogenesis may result in
anatomic malformations. Drugs given beyond the period of organogensis may
affect the fetus and cause a functional disorder which is fjot associated with
any known anatomic malformatmn “\ ,

Suggested methods of procedure to evaluate drugs wineh may be given to the
mother during intra-uterine development are given in the following paragra&1
A prerequisite to intra-uterine studies for any new drug is evaluation (phasé
and 1) 1n adult men and 1n nonpregnant women of childbearing age.

Organogenesis--To evaluate drugs which will be used in pregnant women during
the period of organogenesis, pharmacokinetic $tudies should be conducted in
animals, including a subhuman prirnate. Localization of the drug within thé
1etus may be readily accomplished using 1sotopic techniques. At the samne
time, although not mandatory, studies of drug metabolism and disposition
within the human fetal-placental unit should be considered.

The next stage of intra-uterine development to be considered for drug eval-
uatiof 15 from the completion of organogenesis to the onset of labor. This

N
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separation from the other periods of intra-uterine hife 1s arbitrary because
there will be drugs used throughout pregnancy for the management of maternal
or fera diseases. In addition Yo preciinical ADME tests, studies are suggested
to delineate pharmacokinetics within the maternal-fetal-placental unit.

Effects on uterine blood $low should be assessed because of the importance of
this parameter for considerations of safety. A current method which permits
this assessment ugies chronically catheterized sheep. Studies of drugs designed
. for direct administration to the fetus should be conducted 1n animals with the
development of distrib» tion and dose-response interrelationships. For clinical
studies, evaluation should be carried out in those instances in which maternal
or fetal disease warrants use of the drug. The first patients who undergo this
phase I type of study should have careful evaluation of fetal heart rate via
} contynuous electronic monitoring. Other physiologic parameters of the fetus
| should be followed durirg the period of drug administration insofar as tech-
noiogy permits. These pregnancies should be carefully followed, and the
outcome should be maticulously ascertained - irrespective of whether tiie drug
1s administered for the duration df pregnancy or not. The infant should be

carefuly followed after birth until psychologic and physiologic development .

can be satisfactorily assessed. The state of fetal well-being should be assessed -

throughout pregnancy after the drug’nas been administered, whether singly or

— ron multiple ocrasions, by measurement of urinary estriol excretion. Intra-

uterine growth should be assessed via noninvasive techniques, such as ultra-

sound. Pregnancy should be monitored by whatever means are technically

A available, commencing with the initiation of drug adminustegtion. This will

permit deterimination of the time at which adverse effects occur, should such

events take place. E¢aluation of drug disposition wiil be greatly aided during

this stage of development if advantage can be taken of pregnancies terminated

by abortion by purposefully administering the drug just prior to termination.

Evaluation of drugs to be used for the management of labor and delivery--At
this stage of development, direct assessment of effects of the drug on fetal
physiologic processes (heart tate, respiration, activity) are possible, as s
‘ determination of concentrations of the drug and possible biochemical altera-
tions (pH, glucose, etc.) in the fetus via sampling of scalp blood. infants
ehould be intensively evaluated at birth and throughout the neonatal period,
with 1cular attention paid to th7ir adaptation to extra-uterine hife. This
-, includest examination of acid-base s.ctus, weight gain, feeding ability and
general activity, assessment of behavior LV direct observation and through the
use of psychometric tests which are valid for the neonatal period, and elec-
troencephalography (EEG). Pharmacokinetic studies regarding drug disposstior,
metabolism and elimination should also be undertaken in these infants because
’ they will have received the drug transplacentally shortly before birth.
s Determination of bioiogc half-life, excretign of the drug and 1ts metabolites
(i iuaing 1dentificaticn of the major metabolites in urme), and assessment of
phar macodvnamic effects of the drug, if present, may be important for certain

agents. Since most agents used at this stage of development are analgesics or -

anesthetics, ¢ areful examinatior of the functioning of the central and automic ™~
nervous systems s indicated. By intensie and comprehensive investigation "
& of a few Infants. followed until assessment of drug effects on psychologic and
. phyvsisiogie devclopment can be made with validity, a determination can be
B Mo ghout the advisability of continuing trials of the drug during labor and
delivery, L

tn the pregnant humar female, studies at this stage of development can be
. undertaken by several different approaches. Women who recesve the drug for
therapeutic purposqg 'and happen to be pregnant should be noted. Despite
attempts made to avort-ilus situation, it will occur. The utmost advantage
should be taken of this situation. Infants exposed in utero in this manner,
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shoulqd,be carefully examtned at birth and followed with extensive psycholcgic
and ;fysxologic evaluation. This will enable ascertainment of adverse effects
other than those noted at defivery. Evaluation at delivery usually detects only
gross anatomic malformations.

The second approach to drug <valuation during this period of intra-uterine life .
involves adminiStrafion of the drug to the mother, usually as a single dose,
when termination of pregnancy 1s planned. In ths instance, drug distribution,
localization within the fetus, and metabolism within the Yetal-placental unit
can be examined. Metabolic products should be defined within the fetal-
placertal unit to determine whether ¢ ug biotransformation differs from that
occurring in the adult. use of radioisotopes may be permissible because
of the termination of Pregnancy. In cases where there has been repeated
admurustration of a drug to treat a maternal iliness, and subsequent therapeutic
or elective abortion occurs, careful histopathologic study of the aborted fetus
may detect adverse etfects on organogenesis.

&

A third approacn involves careful assessment of ipfants receiving the drug in
utero because potential therapeutic benefit for. the mother was sufficient to
warrant the unknown risk involved in drug administration to the fetus. Such
infants should be examined meticulously at birth and followed carefully
thereafte. until such time as satisfactory evaluation of effects on psychologic
and physiologic development can be made. The duration ot this follow-up will
depend on the availability and sensitivity of testing . vices, the nature of the
drug and its known pharmacplogic, toxic and teratologic effects.

Special Problems ’ . . )

In the preceding paragraphs it has been implied that drugs will be administéred
mainly for therapeutic benefit of the mother. The same considerations which
apply to the design and execution of chinical trials during phaskY are appli-
cable, including controls, rgldomizauon. etc., Pregnancy per se should not
preciude Gomen from participating in Phase I1I studies when potential thera-
eutic benefit of a new agent may be obtalned. Special attention must also
given to the etfects which pregnancy itself may exert on drug action during
the randomization of phase Ilf clinical trials. .

Agents will be developed solely for the benetit of the fetus. Determination,of
efficacy and safety will be difficult, but objectivity demands careful assess-
ment of such benefit in controlled trials following drug disposition studies in
pregnant animals (including primates). The consuiderations of safety outlined
for intra-uterine development are applicable when drugs are administered for
the benefit of the fetus. Dosage may have to be altered considerably when the
drug i1s administered directly to the fetus via either amniotomy or intraperi-
toneally.’ The diagnosis must be firmly established prior to administration of
drugs for the treatment of fetal disease. In addition, potential benefit from
the drug will have to be sufficient to warrant the risks of admnistration
directly to the fetus.

B. NEONATAL (BIRTH TO ONE MONTH) .

ERIC
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General

Newborn infants have been shown repeatedly to be much mare sensitive than
adults to various pharmacologic agents. This has been most often {the 1esult
of difterences in pharmacokinetic processes. A number of other
siderations, including receptor sensitivity, may also accQunt
phenomenon. The few available data show some of the macokinetic
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- / differences iar to neofates. They ..clude differences in general
. metabolism, i ties caused by dissociation of gestational from maturds °
tional ages, a er body surface to body weight ratio, variation of protein

P .concentration drug-protedn binding affinit}, the, presence \of ¥etal
. hemoglobin, ifature renal tubular’ function, and chancieasn in, maco-
"‘ dynamic response. Small infants are most susceptible to ges of ambient

notable effects on the rates of drug metabolism and excretion. Mor
the major variations of fat and water content in the newborn and
individual neonates may result in differences in distribution and subrquent‘

temperature, and the subsequent decrease in body temperatyre m:};;aﬁ
ef,
tween

kinetics. .

2. Safety ) ’

' < bution, metabolism, and excretion in the neonate may lead to accumula-
tion of the drug with résultant toxicity. Modification of dosage may avoid
this type of adverse effect. The unique physiologic state of the nednate

‘ (particularly during illness) and the wide ranges of such pharmacokinetic

’ determinants as pH, blood gases, electrolytes, protein concentrations,

and temperature present additional possibilities which may result in toxic

manifestations. The very rapidity of change of such Yeterminants makes

2 A Gel-\era.l Considerations of Safecy: The alterations in absorpn;n, djstri-

1t necessary to provide assay methods of mlmrr)al sample size, [
b Specific Toxicities - .
. (i) Central Nervous Sygtem Effects: Evidence exists for jhe enhanced

penetration into the brain of many drugs. The cardiovascular, res-
piratory, and thermo-réglatory mecharusms are extremely sensitive
to depressive effects in the neonate, In addition, neuronal matura-
tion, call migration, dendritic arborization, and cell differentiation

. areoccurring at this age and may be affected by drugs and/or their
metabolites.

<

(n)  Chrdiovascular ; ~

Cardiogenic effects - Drugs may affect cardiac contractility, rate,
and rhythm, thereby causing severe or possibly fatal adyerse drug
reactions. This has been a particular problem with local sthetic
agents used during delivery. The neonate may also display delayed
CNS depression or the induction ohserzures and unexpected excita-
tion resulting from the administration of some agents; he may also
- become addicted or dependent. to
Circulatory adjustment occurring during the change from the intra-
uterine to the extra-uterine environment may be hampered by the
pres‘ence of certain drugs. In partigular, closure of the ductus
arteriosus may be impaired if iratory depression results .in
hypoxemia and acidosis. ' )

k)
- (1) 'Metabolic Derangements: Changes in serum glucose, calcium, pﬂ;v
sodium, potassium, etc. may be.the result of drug-induced alterations
1n the infant's metabolic processes or may influence drug evaluation,
. Metabolic data obtained during the care of the sick newborn ipfant
. may provide valuable information in assessing safety and efficacy.

(1v) Changes inBilirubin Kinetics: Prior to admirustration of any drug to the
neonate, it 15 mandatory to study the drug in its final dosage form
b and, if possible, its metabolites and proteig bilirubin binding. When
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apprépriate, cffects of the drug on conjugation, up'take, excretion,
and entgrohepatic circulation of biltrubin should be performed.
N

(v} Dermatoi,macityand Persorption: The topcal applicatior of pha
» - cologic agents to the neonate must be approached with an awareness” -
of twa pecuharities of ttus age group. First, the skin is rhore
susceptible to dermatotoxicity expressed as photosensitivity /and
various forms of rash, inciuding bullcus @ruptions. Second, the thin
or absent statum corneum allows increased orption, leading to
systemic “oncentrations which may exert a ¥xic effed§ on other f
organs (e.g., hexachlorophene and hrain damage). In additiqn, ¢
- . systemic . eactions {e.g., cyclopentolate with atropine-jike taycity)

emay result from increased drug absorption through er%ﬂus

- . membranes. ) (V%

@

’
.
.

..

(v  Gastrointestinal: Evaluation of the effects of a drug should include .
consideration of such adverse effedis as the inhibition of gastroin-
f testinal motility, change of Nmnn& or a malabsor “lon-type -
* syndromeé caused by direct irritatioy, as well as effects ~ sorptidn
of nutrients.

- (vu) ' Hematoiogic: Methemogiohir.emia, thrombBocytopenia, and hemolysis
+ (especially 1n G-6-PD-deficier neonates) may be induced in the
- ,n‘eonate necessitating investigation of trus potential in the evaluation \\
- of new agents. - p -

N A 3 - . ‘ .

- ¢. Drugs in Breast Mulk: Mgst, 1f n{; al’l, drugs administered to the mother .
.- ) . areexcreted in the breasf miik. Concentrations of the drug and/or of its /
‘ metabolites should be determined with due regard for the individual

variations of lactation volume itself. The mere presence of the agent in
the breast milk does not-necessarily indicate any effect on the neonate,

. < deleter.ous or otherwise, and should not 1n tself mitigate agginst approval
i \ . fof fuse in lactating!women. Varjous factors such as cogcentration, the

3 : . .total dose delivered, the absorption by the infant, etc. must bé considered
. in evaluating potential effegts mediated through breast*feeding.

d.  Delayed Effects: Consideration of long-term postmarketing studies on
cognitivey behavioral and physical growth depends upon the nature of the
drug. e [N .

3 E!hcacy >

Rl |

f 4DSurffival rates from severe ilnesses such as neonatal sepsis, idiopathic .
' respiratory distress syndrome, erythroblastosis fetalis and hemolytic disease of

the newborn, and necrotizing entirocolitis may be !he. aply measures of-

efficacy available.

. ‘ - t——
~ &, Special\Problem-
¢ .
. Sgmem obstagles to be overcome in establishing etficacy and safety in this
age group axe: . . N
a. Thetnfluerce of Matarnal Diseaséy The variations in PHy;lOlOglC states of . .
- the neonate, secondary to the pathophysiologic conditions of the mother
' - .{&g., infants of diabetic mothers) kay (1) negate the random assignment
of infants to cortroiled, matched\studv populations, and (2) alter the -
, pharmacologic response of the infan¥ to an adminiStered agent. :
p T . *
1
']
» .o, .
t * .
Q . il . ’
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.The Influence of infant Disease: The wide variability within each dise
state and the relatively smali population of affected individuals in ;ﬁ, '
single institution, together with the marked influenges of the host subject
in terms of gestational and maturational ages, €tc., present imitations in
study design, ra~dom assignment, statistical analysis etc.

Y

5. Ethics
The neoriate presents a number of unique ¢*  -al problems. Among, these are:

a. The possibility of unusual toxicity an 2 exyreme-difficulty in identifi~

cation of such a problem. The late appearance, the inability of the subject

. to exhibit common early signs of toxicity, and the inability to verbahze
symptomatic complain®s all contribute to the dilemma. -

e b. The higher risk potential inherent 1n this population dictates the most
substantial evidence of benefit to be derived from the use of a new drug.

C. INFANT/TODDLER (1} MONTHS TO 2 YEARS)

" 1. General =
This period 1s characterized by notable tnc. ements in physical growth and rapid
maturation of all organ systems with assocxate nctional change. Noteworthy
in these regarts.are the central nervous syst immune system. Of
direct relevance to the effect of a drug on inf %\«e early months of Rhus
age group are alterations in protein binding and drug netaboltsm.

2, S.afety . .

a. Immediate Drug Toxicity .

(1)  Difficuity in detecting toxicity by clinical gssessment: Toxicity may
or may not be gpparent in intants, especially in the early months of
this age group. This may be particularly true for cehtral nervous sys-
temtoxcity. Therefore, blood levels of pharmacologic agents should
~ be moniiored and cautiously interpr becaule therapeutic blood
d levels for older children and adults ma mt‘bﬂafe for infants.
(i) Gastrointestinal tra~t: Acute and chrpnic gastroenteritis is fre-
quently encountered in this age group. Certain drugs are more likely
to cause diarrhea i1n infants than in older children. Gastroenteritis
will affect drug absorption and 'mﬂy complicate interpretation of ef-
¥ ficacy and toxicity. Dehydration with resultant hypovolemia, a fre-
. quent consequence of gastroenteritis in infants, may affect drug
distribution and serum concentrations.
() Central nervous system: Drugs may affect myelinization and brain
. RN differentiation, which are actively occurring in children of this age .
group. Such effects may not be limited to drugs which localize in
the central nervous system or which exhibit a predominant effect !
on the brain.

b. Delayed React ons

. . (1) Generil: ASxicity 1 1f\cult to assess in this age group by clinical
obse’ vations Furthermore, it may not be possible to disw
tirgwsh advarse effects 1ollowing any single dose in a repeated series
¢ i drug administrations because of delayed reactions. Although-this
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problem also applies to olde} age groups, it is particdlariy pectinent
to infants because of their -elatively immature organ systéhns and
their limited ability to communicate. R L4

‘ P

B ..

(i) Hypersensitivity: In this stage of initial expasure to foreign protein
{e.g., foods and inhaled particulate protein), drugs may predispose
to lypersensitivity through such diver® mechanistns as inhibition-

: of secretory antibody production or indvction of partial blockade of

beta adrenergic receptors. ,

e

(ui) Physical growth: Physical growth may be dtfected by various dasses
of drugs such as adrenocorticasteroids and tetracycli~e"antibiotics.
Consideration of lgng-term postmarketing studies on poghitive,
behavioral and physical growth depends upon the nature of the drug.

Etficacy . .

! ’
Although easier than for the neonatal age group, evaluafion of efficacy is far
more ditficult than in adults. Infahts cannot cooperafe in a nymber of
commonly used tests of pharmacologic action; therefore, indirect parameters
(e.g., length of dliness, length of hospital stay, frequency of complications and
subsequent disability), and certain laboratory tests will, ot necessity, be
used to determine efficacy. .

Special Problems e >

»

a. Deficiency States: The presence of iron-deficiency anemia and diminished

concentrations of cert=n serum proteins is mare likely to occur in this age

group than in any other age group. Such deficiencies may alter drug
kinetics. *

b. Breast-feeding: The possibility of jnteraction from dfemncals, hormones,
and drugs in breast mik should be considered when suckling infants

participate in drug evaluatign. R

Ethics ¢ ,

Before evaluating new arugs in_infants, substantial evidence of benefit or
superiority over accepted agents should be demonstrated in older®thildren and
adult; because infants may have a higher risk potential. Included among these
increased risks are those pertaning to physical growth and neurological and
intellectual development. . . 3

Other - Research Needs . T

Certain research needs can be identified as relevant to the study of new dués
for this age group. (a) Relatively noninvasive techniques for determining blood
levels (e.g., salivary drug concentration) should be ht; (b) noninvasive
techniques for establishing efficacy of a drug should be developed; (c) much
additional information is needed on the effect of drugs on the development of

- the immune response (both humoral and cellular components).

D. CHILDHOOD (2 YEARS TO ONSET OF ADOLESCENCE® 12 YEARS)

General.

This agé grouﬁ is characterized by siover growth and the highest incidence of
infectigus diseases. Increasing motor and social independence results In

exposur€ to environmental hazards which lead to various accidents such as °

»
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poisoning, burns, drowning, and physical tratma. Cognitive processes involvea
in schoo} performance and school attendance - vital to intellectual and
psychosocidl development s are being 1apidly acquired. At the end of this age
period, fapid bone gréwth. and epiphyseal maturation occur sw:condarya%xI
changes in andocrinz activity. Accordingly, pharmacokinetics may differ fro
the infant and adolescent agk groups, depending on the characteristics of the \
drug and the child's age within_the broad age range of this period.

Safety !

a. General: Safetyconsiderations in general differ httle fromthose in Section to
1. K specific ne#¥® at this agé, when accidental poisoning 1s common, 1s .
- mforfna}no'ﬁ dealing with acute toxicity and treatment of drug poisoning.

b. Specific Toxicities °

(1}  Immediate drug toxicity: A disease for which a drug 15 given may

enhance jits foxic potential. Thus, interaction with disease states \
+  which would apply particularly to drugs used at this ag® should be .

studied, e.g., aptibiotics, bronchodilators, antihistamines, and anti-
convulsants. ;\1 example would be the altered toxicity of ampicillin
when employed in infectious mononucieosis or, increased toxicity
of isoproterenol (ventriCular tachycardia) when the patient has
hypoxemia and acidosi$. . £

Hypersensitivity manifested by anaphylactoid and anaphylactic
reactions are more likely to occur at this age and 1n adolescents than®
in younger children because of longer periods for sensitization and
greater exposure to anttbiotics and simiar ‘substances to which

antibodies may be induced. ‘-\\

. N
N .
Hypersensitivity manifested by sefum sickness or drug fever--This
- may be seen with a variety of nts ranging from antibiotics to
anticonvulsangs and 1s commtg in fhys age group and in adofescents.
13 ¥

(1)  Delayed Reactions

Drugs interfering with school performance and other childhoqd
activities--These may include, but are nat limited to, side effects
which interfere with attention span’(e.g., drowsiness) or reduc
perception (e.g., tinnitus and decredsed hearing). :

Drug-nutritional interactigns--The prolonged use of a drug m a child
may affect his nutritional requrements. Recent observations on the
rachiti© effect of long-term administration of diphenythydantoin
|llustra:.e this concern -

(i) Late Onset Reactions t
* Chronic administration of a variety of agents rnay affect linear ?
growth and/or weight gain. , s
Sejective growth changes include advancement or retardation of
puperty or of menarche. . s

/
3. Efficacy . bt

Evaluation of eff:ca(fy based on objective Gtiteria 1s possible in the sqhool-iged

child who 1s_abie to cooperate. Objective measurements should be stressed in .

* -
B
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8. Special Problems . . !

study design. School performance and school dttendance provide additional
parameters which may be extremely useful in determinihg efficacy. Even
though the rate of physical growth has siowed in ths age group, changes in
growth rate may provide additionafevidence of efficacy, especially in those
diseases which depress linear growth or intdrfere with normal weight ghin,
Assessment of osseous development (e.g., bone age) 15 one parameter of growth
that may be useful where indicated. The efficacy of agepts in preventing or
altering morbidity from infectious disases may be begt studied in this age
group when the incidence of viral and bacterial mfecnoﬁs‘ 1s high.

Accidental poisoning and overdosage “are-ef-prime consideration at this age.

The manifestations of acute paison:ngywith the drug and its metabolites can

be studied in juveniie apima!:. ‘Information concerning specific antidotes and

therapy of overdosage (e.g., peritoneal dialysis) should be included in the
. progecol and ultimately in the package insert.

Ethics ! -

. .
Special ethical consideration 1n this age group involves school absénteeism for
studies as well as the psychological effectsWf such studies on the .child. These
should be discussed with parents before informed consent 1s obtahed. Oider
children may be able to participate in the consent process.

B. ADOLESCENT (ONSET OR ADOLESCENCE TO ADULT LIFE -12TO 18 YEARS)

ERIC
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General Ao, ,
Adolescence may beédefined as the transition period in which the child
undefs, ws changes in physical, sexual, and psychosocial-development trans-
forrung her/him into an_adult. During this jime period, the child's body is
rapidly changing in form, undergoing final rapid growth to mature stature and
the tleveldpment of secondary sexua} charagteristics. Coupled 1o the dramatic
changes in body form, the adolescent develops a new perception of her
(him)self a% an’individual re&moq to her/his niche 1n the farnily and in the
generak fabryc of socrety. * .-

- Changes in physiology may produce alteration in the absorption, distribution,
metaholism, and excletron of drugs’ as well as in receptor respose. The
development of puberty nd theyknown effects of sex hormones-on drug
metabolism warrant cons eration in drug evaluation in the adolescent.
Safety ’ . VL

. @ General Considerations of Safety , . -

. .
, = The major concerns relating to drugs ngen\to an adolescent involve:

() the potential for abuse; .

B . w "

() the possibility that the agent may dlter the hnéj stages of ohysical and
{ endocrine development complettng the growth cvcle to ma*urity.

In addition, 1n this age group, medication fay not be taken as p}escrlbed. *

THe adolescent fre ntly omits doses of medication, takes 1t at erratic
intervals, and m take ynore than prescribed. Safety considerations
should be addfe'ssed not only to the fherapeutic dosage, but also to the
conse quences &f suboptimal dosage and overdosage. i

s
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() Immediate Adverse Effects ' . . .

~ .

Drug misuse includes that of accidental or inténtional overdosage or

Underdosage and that of inappropriate use. The adolescent may fail

to take the medication as frequentiy as prescribed, or he. may

employ it in larger doses than prescribed or for.inappropriate

. réasons, The effects of suth practices on the diseat process and *
adverse effects will have t& be anticipated. -

Hypersensitivity reactions include anaphylaxis, serum sickness, and
“ contact dermatitis. Although not unique for the age group, tfiese
reactions may ogcur as a result of self-medication or inapptopriate
routes of administration of medication. . .
4 G Dela{td Reaction '

-

- Wuﬂ habituation are among the major delayeg reactions,
(i)  Late Adverse Effects v '

Psydnsod&_,d behavioral alterations may occur as a fate, even
ynexpected, action of a drug and should be considered in drug
evaluation. Thesé may occur either as a direct effect or as an
exaggeration of an underlying problem. v

Gher—Growth changes, advancement or delay of pubarty and of
menagche, and effect on fertility may consitute other delayed.dsug
reactions in this age group. Consideration-of long-term post-

. marketing studies of possible drug effect’ in these areas depends upon
the nature of the drug. N -’

. e - * t -
Pregnancy tést on female participants--Because of the presente of
unknown or hidden early pregnancy, adolescent girls should have
Pregnancy tests before entering any drug trials.

i - ~

3 Et}hcy
The same objective measurerhents used in adult patients to detin'e efficacy
should be used. .

s,  Special Broblems .

.

g
a. Genera): The plasticity of evplving form and functions in the adolescent
produces unique therapeutic problems for this age group which. can be
grouped into three /ma)or categories. .

; (i)  Drugs used to alter phy3ical growth and sexual development. Drugs

jven to regulate growth or secondary sexual manifestations are
. ique to the adolescent, Many pharmacdlogic agents.are employed

. In a» attempt tg make the subject "normal” or "superior” regarding

growth, muscular development, dr sexual development. Pressures
to use drugs are gemerated by the adolescent’s peer group. An
. adolescent who is too Yall or too short, too obese or too thin; or n~t
- athletic enouglt is inapie the object of derision by his or her peers,
P -7 Synthetic androgens ar¢ often used under theSe Grcumstances. Their
effects on hepatic function (and metaholism of other drugs) and |

hepatic carcinogenesis should be’taken into congideration, -
. . ) - ‘ ' B
) . . t
e \ . , - » . ,
. F
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The problems of potentially tall girls and of irre?ular menses may
both be treated with synthetic sex hormones. The long-term effacts
of these practices must be studied with regard to fertilit” and
carcinogenesis. The latter 1s highlighted by the development of
uterihe carcinoma in patients with Turner's syndrome after

stilbestrol treatment.

Conditions affecting both males and fémales are obesity and s=xual
precocity. Growth and fertility could be affected by agents used in
their treatment. For example, medroxyprogesterone - usrd in
treatment of sexual precocity - has been shown to suppress the
pituitary-adrenal axis, cause Cushingoid features, and produce
"sticky-chromosomes"” in the male gonad. These examples of adverse
effects ‘warrant considetation when ndw drugs of this clars are
evaluated. Lo

Drugs used to regulate mood and behavior. The adolescent is prone to
psychosocial disturbances; the ambivalence created by hls her
striving for self-identity and his/her dependent needs coupled with
rapid changes in physiology and body form create a mijlieu of stress.
Bizarre and unusual behavior may result when family interrela-
tionships are strained or if school and peer interactions break down.
Depression, anxiety, and acting out are common psychological
symptoms which the physician is requested to control with drugs.
There the problem of evaluating efficacy may be confounded by
concurrent psychotherapy; this must be considered when adolescents
are enrolled 1n a psychoactive drug study.

Effects on school performance, social behavior, and operation of
vehicles should be kept in mind,

Drugs used for cosmetic purposes. Awakerung interest in the opposite
sex is characteristic of the adolescent. The adolescents' self-image
in this context is related tb their physical attractivefess. Minor skin
blemishes may result in an inordinate expenditure of effort, time,
and money to gorrect anything which may be considered a defect.
At the same time, physiological changes make them susceptible to
acne, seborrhea, and hirsutism. They seek and use a variety of
medications, both on prescription and over-the-counter, to contend
with these problems. Antibiotics, hormones, and vitamins may be
prescribed for systemic use or topical application. Other
medications (such as keratolytics, drying agents, and ointment
powders to cover blemishes) are limited to external use.

For topically applied drugs, the probiem of skin sensitization s
superimposed on those of potential abuse and overdosage common to
other classes of drugs.

Informed consent should be obtained from the subject as a responsible
individual, as well as from her/his parents.

The effects of drugs, even in the young adolescent, must include the
possibility that females are pregnant and males may be fertile.

The possibility that the drug may have an effect on ova or spermatozoa
must be considered.

Y
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Patients may fai to take the medication under study accbrding to therr
protocol. This is particularly true of adolescent patients who ‘are not yet
mature enough to realize the need to take even the most important medications
(1.e., insulin in juvenile-onset diabetes). Therefore, to evaluate drugs in this
age group, methods to evaluate compliance will have to be devised and used.

Ol. "SUMMARY OF REQUIRED STUDIES ' .

« The following summary is intended to list those studies which are feit to be required
in all (or almost all) drugs te be approved for use in pregnant women, infants, and
Shildren. There will ve exceptions. The recommendations are divided into two groups:
animal studies and studies in pregnant womcn, ‘infants, and children.

A,

8.

~

4

STUDIES IN / AN!MALS

1. ' Chronic toxicity studies. This is the usual long-term ﬁim;dose administration
©  to two species, usually the rat and beagle dog. These studies should include
eftects on growth and skeletal maturation {bone agg).

2. Appropriate methods for determirung bwoavailabulity using nonradiation-emitting
techniques are to be developed. lfitially "hot"” methods for animal studhes may
serve as a prototype for the development of appropriate "cold” methogs, but
efforts should be directed to developing a sensitive "cold” method. The
method(s) should be sensitive enough to measure with small sample size levels
in serum expected to be in the therapeutic range. The method(s) should also
differentiate the drug from its major metabolites. if the latter are pharma-
cologically active, additional techniques for these measurements are needed.

3. The pKa and lipid: water ratio of the chemical motety used in the product should
be deter mined.

4. Studies of absorption, distribution, metabolism, and excretion. These should
account for a major percent of the administered dose and lead to formulation
of a pattern o( metabolism and dxsposltxon during both acute and chronic
administration. ‘Major metabolites should ve identified. Unusual disposition
-particularly in growing bone, teeth, o endocrine organs - which might
be associated with adverse effects in the pediatric population should be
sought.

5. The standard " 3-phase" reproduction study. .
Ad

STUDIES IN PREGNANT WOMEN, INFANTS, AND CHILDREN

The following factors are to be determined in each age group for whu;\ the drug
will be approved. The usua! sequence of testing should first involve teen-agers then
successively younger chiidren. Exceptions will occur when diseases are peculiar to
one age group. The neonate must be approached with great care, since even studies
in young children may not yield a reliable estimate of toxicity for the neonate. For
studies of the fetus, infants treated as an inadvertent recipient by adminstration
to the mother* of a drug for‘a serious medical problem may be the first studies
involving the fetus. Throughout the recommended studies that follow, there
apparently are no important sex differences before puberty; thus, data obtained
from both males and females may be pooled. This 15 a reasonable but still untested
nostulate, however.

=
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Blood levels found with the range of,dé'se‘s adopted4rom studies in adults. 1f
such studies have determihed the therapeutic range, the required in
infants and children to aieve this rdnge must be an early priority.

¥

2.  Studies of absorption, dnsmbayon. metabolism, and .excretion. The goals of
such studies should include femlization in tissues, rapidity of excretion, and
time of peak onset.

e
R .

L]

N . a. Absorption. The percent bf.a single.and/or multiple dose that is absocbed- | |
should be determined. , -yt / .
. .
b.  Distribution. Binding to plasma proteins 4t therapeutic blood levels sh:uld
be determined. Studies of displacement_ of bilirubin from serum’albumin
%, - Sare aiticalrif the “drug 18 to be used 1h neonates or late in pregnancy. If
[ such displacement s found, additional studies with drugs which may be
concurrently administered and the effect of pH, free fatty acids, etc., on
R “ the drug albumin-bilirubin complex are mandatory. /

C. Metabolism. Determination of the majof otransformation products, .
including a search for unique or unusual metabolites, may be coupled with
studies of blood levels (No. 1),, {f sigruficant age-related changes ar: d
In metabolism, then a cofparative profile of quantitative c s
. occurring with age” may be/ricessary. [ ,

. i -
d. Bxcretion. The fate of the drug, expressed either as percentage of the
. . multiple daily dose or as fingle dose with ar appropriate time scale as
~ determined from the declink in serum fevels or other momtor of excretion,
* should be ascertaind. Such studies shduld account for a major protion of
the administered doge 1n most instances. .
v . -
. 3. Bioavailability. If thedose form to be used in children is significantly different
N . than that for adults/it must be considered as a new drug, and absorption and *
excretion studies”should first be perfprmed in adults. In any event, the dose
formor forms used for pediatric patients must be used for studies of absorption
1n children. This stipulation will cover the potential problem of foxicity or
influences of the vehicle or other components of the formulation.
4. Becayseof the mutiple unique aspects of the n&anate. a neonatologist should be /
part of,the team which evaluates the influence of a new agent to which a fetus
or a neonate has been exposed. Study must be made of possible interferences
by the drug with metabolic reactions unique. or of patticular importance to
neonates, such as the handling of bilirubin, glucm:staws, acid-base
balance, oxygen-carrying capacxty,‘jevelopment of pt msurfactant, etc. -
d ‘ . r

-

5. Dgpending upon the drug, consideration should be given to establishing ag,
program for long-tecm follow-up of the offspring of womeh receiving the drug
during pregnancy. Juch studies need to evaluate both possible intra-utetine

N death and malformatians. Since many malformatiork are not detected at birth,
a program of follow-up should insure evaluation®at least at 1 year of age.

~ Malformations should 'include functional as well as anatomic abaormalities.
Even longer follow-up 1s desirable, particularly’ for drugs which might be .
anticipated to have an adverse effect on neiirologic development. However,
the difficulties of such long-term studies are<cecognized and some compromise
must -be made. Depending upon the drug, similar but perhaps less intensive
and extensive follow-up may be needed for children réceiving the mew
w‘donng postnatal and later developmenal stages.
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6. For drugs which may be used chronibally, the effects on weng}k&' .Statural
growth and skeleta! Jpaturation (idcluding, perhags, in some casgs, sé¥1al bone
age films), and sexugl maturation should be assessed. The effetts of chronic
administration on behavior and learnihg are tmportant areas, yet ones in which

, . no exact requirements for studies can be delineated. The determination of
, effects on behavior and learning may be part of the evaluation of efficacy of
, \ psychoactive compounds; thus, indirect.y, some data on safety will be

R obtained. However, in addition to specific benefical effects which will be

observed, bther areas demanding consideration are:

A classroom attentiveness and performance,
grades, comments of teachers, etc.

unusual or bizarre behavior,

somnolence, depression, withdrawal,

reports of trained observers, parents, teachers,

formal testing procedures.

-

.
Soance

.

in general, the longer the drug 1s to be administered the more important long-
term follow-up becomes.

~

Studies of hematologic, hepatig, and renal damage from acute and chronic
administration are needed ause these organs are most readily affected by
drugs, even 1if no toxicMy has’been demonstrated 1n adults, Such studies must
be done with acute and chronic dosing. ,

w

Depending on the drug, specialized studies such as ECG, EEG, hearings vision,,
etl, may be required. Certain clues can be taken from studies in adults and

. : from the pharmacologic and chemical nature of the drug in determining the
’ nuinber and extent of such studies, t

ol

*, 9. Before §Rvestigations are begun, provision must be made available for
. management and treatment of accidental or intentional overdosage and for
severe toxiC reactions to the drug. . -

E 10. Data must be obtaired on the influence of the drug on fetal growth and
differentiation for drugs which will be approved for pregnant women. Apgar
scores, performance in the nurséry, etc., are necessary parts of such studtes,
When appropriate, studies of addiction of the neonate and presence of
withdrawal signs or symptoms must be performed or be in progress.

N . 11, Conceftrations of the drug and/or its metabolites in breast milk and effects on
! the nursing infant should be d&termined for drugs to be useg. n lactatir}g
women,
. &

All recommendations made throughout these guidelines - and particularly in this summary
= . section - must be viewed from the standpoint of flexibility, and appropriate modifications
- should be'made for the individual drug, its indications for use, and the age of the patient for

which 1t 15 intended. -

& ) ~
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The FDA guidelines also point out that d)&gs in the newborn
infant can disrupt the myelinization process of the infant’s brain
and central nervous system. This is a physiologic process in which
the nerve fibers are insulated with a fat-like substance called
myelin. This insulation helps to assure that nerve impulses—the
messages to and from the brain—will travel their normal routes.

Any alteration or disruption in the developmentof the intricate-
ly complex nerve circuitry of the human brain has the potential for
permanently altering the way in which the nerve signals travel to
and from the brain and the way in which the brain processes
information. . .-

What are the implications of these changes in the brain circuitry
of the newborn infant? Dr. Donald Tower, Director of the National
Institute of Neurological and Communicative Disorders and Stroke,
recently stated in a speech before the National Committee for
Research in Neurologic Disorders; “It is the biochemical circuitry—
the biochemical messengers and relevant nerve cells in the brain—
that form the basis for mankind’s behavior.”

Dr. Roberto Caldeyro-Barcia, a renowned scientist in perinatal
medicine and immediate past president of the International Feder-
ation of Gynecologists and Obstetricians has cautioned:

In the past 40 years many artificial practices have been introduced which have
changed childbirth from a physiological event to a ve complicated medical proc=-
dure 1n which ajl kinds of drugs are used and procedures carried out, sometimes

unnecessarily, and many of them potentially damaging for the baby and even for
the mother ) .

Despite the growing awareness that drugs administered to the
mother can adversely affect the fetus, physicians continue to ad-
minister sedatives, tranquilizers, analgesics, regional anesthesia,
uterine stimulants, and general anesthesia to women during child-
birth, without advising them that none of the drugs have been
subjected to a properly controlled, scientific evaluation and shown
" to be safe for the offspring. None of the methods currently accepted

by the FDA and the medical community is an adequate test to
. evaluate the safety of obstetric-related drugs in regard to their
effects on the long-term development of the exposed offspring.
Recent research by Colletti and Nelson demonstrates that the FDA
can no longer accept an Apgar score of 7 or over as an indication of
infant well-being.

Epidural anesthesia during labor and birth is often referred to by
anesthesiologists as the “Cadillac of anesthesia; yes, research now
indicates that the effects of regional anesthesia on the exposed
gftigpring are not as innocuous as anes hesiologists would have us

elieve.

A 6-week follow-up evaluation by Rosenblatt and colleagues of
infants born to mothers who ha bupivacaine epidurals demon-
strated significant and consistent éffects of bupivacaine throughout
the 6-week assessment period. The initial effects of bupivacaine
were cyanosis—a decreased oxygenation of the infant—and unre-
sponsiveness. The infants’ visual skills, alertness, mother
organization, ability to control states of consciousness, and physio-
logical response to stress.were adverselry affected throughout the 6-
week testing period. The intensity of the effects tended to correlate
with the concentration of the drug in the cord blood at birth.

Q
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Research by Brazeiton has demonstrated that epidurz! anesthe-
sia puts the infant at the same factor of risk for neurolegic damage
as 1f the child had heen born to a mother who had been subjected
to semistarvation during the first 7 months of her pregnaney. Data
from England, yet to be published, shows that an irfar.. .or - to a
mother who has had an epidural block is 20 times mere :k¢iv .) be
dehvered by forceps. If the epidural biock prolonzs + iis( ipts
labor, to the point where a cesarean section is requrre . fetal
brain is further jeopardized by t"< greater levels of mai  al drugs
n ry in such major surgery. There is nct a single well-con-
?folled study 1n this country that has looked at the effect of elec-
ive eoidural anesthesia on the subsequent development of the

eed for cesarean section. I am talking about elective epidural. ]
think it is absolutely a disgrace that none of the Federa! agencies
have bothered to look at that possible correlation. As vou probably
know in some hospitals the cesarean -section rate has risen to
almost 3C percent. R : . '

Many of the drugs administered to the .another during labor and
birth depress her central nervous system and can affect the fetus
by lowering the mother’s rate of respiration and her blood pres-
sure. This combination of effects can interfere with the transfer of
oxygen from the mother's circulatory system to the blood and brain
of her unborn infant. The mother breathes in less oxygen,. making
less oxygen available to be absqrbed by her blood. Because her
blood pressure 1s slowed the end result is that a less than normal
amount of oxygen reaches the baby at a less than normal rate of
speed. There are drugs that can correct this problem but there is
no guarantee that they will be effective soop enough to correct the
hikelihood - of brain, damage. Persistent fetal hypoxia. (lowered
oxyvgen saturation of the fetal blood) is considered by many scien-
tists to be a greater threat to the feta! brain than is exposure to
relatively short intervals of anoxia (complete cessation of oxygen).
Research by Ucko in Ensland found that children with normal 1Q’s
who had been subject.. to fetal hypoxia during labor tended to
respond abnormally to stress.

The mother, too, can be harmed or injured by the drugs adminis-
tered to her during childbirth. The package insert of the regional
anesthetic Marcaine cautions the reader: “Reactions following epi-
dural or caudal anesthesia also may include: high.or total spinal
block: urigary retention; fecal incontinence; loss of perineal sensa-
tion and | function; peristent analgesia, paresthesia, and pa-
ralysis of the lower extremities; headache and backache; and slow-
ing of labor and increased incidence bf forceps delivery.” 1 doubt
whether women would be so anxious to have epidural anesthesia if
they were allowed to read the insert.

he fact that the FDA has permitted the manufacturer to place
this important warning in the section of the package insert entitled
"Allergic Reactions,” long after its inappropriate placement has
been brought to the agency's attention, demonstrates the FDA's
willingness to permit manufacturers to bury the most important
information regarding drug risks in the less noticeable sections of
the package inserts

Although the FDA has never approved the use of oxytocin and
prostaglandins for the elective stimulation of labor, these uterine
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stimulants are frequently administered to women during labor in
order to augment their contraction and speed up their labors. For
example, oxytocin is used in 25 percent of the labors in the State of
New Jersey. One cannot possibly haye 25 percent of the population
having abnormal labor unless something is being done that is
causing those abnormal labors.

Such augmentation can adversely affect the fetal brain by in-~

creasing intracranial preskure and by inhibiting the normal
transfer of oxygen from the mother’s circulatory system to the
fetal brain. During a normal contraction the maternal blood vessels
which carry oxygenated blood through the uterine wall are con-
stricted. During this period of diminished blood flow the fetal brain
is provided with a relatively constant supply of oxygen from oxy-
genated blood which has built up in the placenta’s intervillous
space during the resting intervals between contractions. These in-
tervals between contractions are vital to the health of the fetal
hrain. Uterine stimulants which foreshorten these oxygen-replen-
ishing intervals, by making the contractions too long, too strong, or
too close together, increase the likelihood that brain cells will die.
The situation is somewhat analogous to holding an infant under
the surface of the water, allowing it to come to the surface to gasp
for air but not to breathe.

It is not surprising that research by Colletti found a strong
correlation between the administration of oxytocin during”labor
and subsequent learning disability in the offspring. She also found
an even stronger correlation between the use of oxytocin and epi-
dural and learning disability in the offspring.

hile the risk of obstetric drugs can be decreased by careful
fetal monitoring, research by Dr. Caldeyro-Barcia and his col-
leagues has demonstrated the increased risk of brain da' -age when
the mother’s memhganes are artificially ruptured in order to screw
the monitoring electrode into the fetal scalp.

.Nature has provided protection for the fetal brain by encasing
the infant in a fluid-filled amniotic sac—the “bag of waters”. As
long as the mother’s membranes are intact the force of the uterine
contractions is spread-evenly over the entire surface of the infant.
Amniotomy, the grtificial rupture of the amniotic sacrcan greatly
increase intracranial pressure and cause a marked disalinement of
the bones of the skull. This pressure and disalinement increase the
likelihood thas, the membranes, which separate and support the
various areas of the fetal brain, will be strained to the point of
tearing, with subsequent hemorrhage within the brain. The artifi-
cial rupture of membranes has also been demonstrated in animals
to increase the risk of fetal hypoxia-or anoxia because of the
increased possibilit of cord compression and cord prolapse—the
extrusion of the cord prior to the birth of the infant.

Caldeyro and his colleagues have urged repeatedly that the
moth_r's membranes not be ruptured in order to speed up labor, or
to screw electfodes into the fetal scalp for electronic monitoring,
unless the mother’s condition clearly indicates a medical need for
such intervention.

Caldeyro-Bar.ia has pointed out in several of his presentations
that subtle damage to the brain resulting from intracranial hemor-
rhage following amniotomy, forceps extractions, or vacuum extrac-

~
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tion—conditibns more frequently associated with the use of obste-
tric drugs—is not likely to become evident until the child reaches
an age, around 8 or 9 years, wheh he or she will be called upon to
use his or her more analytic skills, such as those inyglved in
mathematics. This is especially. important to be aware of because
most.of the studies on the effects of obstetric medication have been
carried out for only 4 years or less. There has been no effort to look
at the effects of these drugs on' learning ability except the work by
Dr. Brackbill and she will discuss hersresearch later. X

Many anesthesiologists have convinced themselves ¢hat-obstetric
drugs can actually protect the fetal braip by reducing the mother'’s
discomfort or pain, when in fact these stresses have never been
shown to cause hypoxia in the human fetus and infant. The
research on which this hypothesis is based” was dorte on wild mon-,
keys. The researchers could not show a cause and effect relation-
ship in tame monkeys. Yet women all over the country are being
told that, if they suffer undue pain or stress in labor, their babies
could possicly be brain damaged..This is vbviously not true.

Potent pain relieving drugs can elevate 4he infant’s cerebrospinal
fluid pressure beyond the. normal lgvel. If thgre is brain swelling
induced by intrauterine trauma, birth injury or pathophysiology,
such drugs increase the possibility of brain damage. Drug-induced
jaundice can adversely affect the newborn infant’s brain by alter-
ing the normal biochemistry of its blood. ’

Drug-induced hypothermia, a condition whereby the infant
cannot maintain its normal internal temperature, can.cause brain
mjury in the newborn because the infant must use the oxygen
needed to maintain the integrity of the brain, to turn its body
“brown fat” into energy in order to maintain its normal internal
temperature. Measures can be taken to reverse these drug-induced
adverse effects, but there is no guarantee that such measures will
be effective quickly enough to prevent permanent damage to tRe
fetal brain. :

Not all fetal trauma is the result of drugs or procedures. Cal-
deyro-Barcia, Flynn and others presented data at the 1979 Tokyo
Congress of the International Federation of Gynecologists and Ob-
stetricians which demonstrated that merely confining a mother to
bed during labor tend to significantly: (a) prolong labor by 2%
hours; (b) increase the mother’s need for pain-relieving drugs and
uterine stimulants; (¢) increase the need for forceps extraction:of
the infant; (d) increase the incidence of abnormal fetal heart rates
and -poor Apgar scores in the neonate. Until 3 years ago there was
no hospital in the country that really was making an effort to
carry out some of Caldeyro-Barcia plans in order to reduce the
mother's need for obstetric drugs. His concepts are now being
carried out at the North Central Bronx Hospital in New York City,
a municipal hospital which the neonatologist tells me has 80
percent high-risk mothprs—one of the highest risk populations in
the country. There is Ko hospital in New York City that has a
better infant outcome t the infants coming from the North
Central Bronx Hospital. Tha, midwives at North Central Bronx—
and the program is essentially\run by midwives-—make every effort
,to avoiud the need for drugs. / -

[
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Behavioral scientists have{found subgle brain damage to be far

more prevalent among the genédal population than was once as-
sumed. It is impossible to ignote the fact that drugs administered
to the mother during labor and birth, and the procedures made
necessary by such drug use, hav, tential for adversely affect-
ing the neurologic development of the exposed offspring, which
‘may eventuate in failure to leprn, failure in life and, for some, in
criminal behavior.

Despite the FDA guidelines ‘for the esiuation of drugs used in
pregnant women, which clearly acknowledge the potential adverse
effects .of drugs trapped in the infant’s brain at birth, the FDA has
permitted manufacturers to imply that the major risk to the fetus
occurs when the drug is taken by the mother during the first 3 or 4
months of her pregnancy. We found this type of restricted caution
repeated in almost every package insert for obstetric drugs. None
of the package inserts we read ¢autioned the reader that no proper-
ly controlled followup has been carried out on individuals exposed
to the drug in utero and that, therefo:e, the dryg may have de- -

-layed, long-term effects on the exposed offspring. -

In preparing for these hearings we¢have carefully reviewed the
text of the package inserts in the 1981¥Physicians’ k Reference
for more than 50 prescription drugs khown tg be used in obstetrics
in the United States. The list is not all Inclusive, sipce it would be
nearly impossible to determine which drups are being used in all
U.S. hospitals. But we have tried ta re:‘ew those drugs that are
used relatively communly. .

While a substantial majority of the pac.age inserts studied have
a section entitled “Usage in Pregnancy,” very few have any
information on their use in obstetrics. In -other words there is no
section in the package insert entitled “Use During Labor and De-
livery.” As you will see from the table, entitled “Drugs Used in
QObstetrics”’, which we submit for the record——

Mr. .Gore. Without objection we wili put that in the record.

{The information follows:] -

)
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onumals]) st dooss up ie (1) mes the reproducton ve shatts an teres.”
humea doss and have revesled se sdverse olfact om the fetus, U there are {e) Pregnancy cetegory X If studies in
wvidence of impaired fadiiity oc barm 1o M® 84quste ana weu-con animals or humans have demonstrated
the fetus.dus te [non of dug)™The bemans. and i the benefits from the fata] sbnormaliudd or U there is positive
hhm.lhhnnhhn "‘"“‘“h"'l""'"'-"_"" evidence of fetal fisk besed on sdverse
of av dete on the eftect of itop risks, N imvestgational or
drug o0 the later the inbeling thal staia: “Pregnancy marheting svperience’ or and the
and funcitonal matwation of e child ~ Catagary C. [Name of drug) bas been sk of he use of the in & pregnant
(8) Pregnancy B ¥ anima} 1o be lorstaganic (or o beva an woman clearly any possible
ve Lalled 1o embryecida) effect ar ether adverse benelit {for example, safer drugs o
demonsiraie & risk te the futus and there  *159C1) & (neme(s) of spacies) when other forms of therepy sre avadable),
sre ne sdequate and well-contrelled Hven in doves () Names the hswan does . onetng Shab sigie.
Progrent women. the labaling  There sre ne o and well- Category X See Contraindications’
shall state: “Pregnency Categury B Studies in pregrast women.
Reproduction studies have boan . |Neme of drug) should be weed '
ey ) of oimellsllat R oo e pential beneft
3 ta Lx) times the * The labeling shall chmtain s description

Fadersl Register

sdequate and well-controlled studies o
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Ms. HAIRe. Most of these drug inserts indicate that safe use in
pregnant women has not heen established. However, a signifiant
number of these inserts imply that, although safe use in pregnanc
has not been established; §afe use*in labor hes been demonstrated.
They do this by stating tNhat “safe use in pregnant women other
than in labor has not been established.” Or by the phrase “this
does not exclude use in obstetrics” or similar language. Since the
vast majority of drugs whose package inserts included such word-
ing have not, in fact, been approved by the FDA as safe for use in
labor and delivery, the inclusion of such statements or words is, in
(I)?ur view, deceptive and misleading and should be prohibited by the

DA.

We appreciate the fact that after many years of pressure from
the women’s health movement the FDA's drug regulations have
been revised so that all drugs known to be used in labor and
delivery, whether approved for that use or not, will eventually
have a .separate section in the package iasert entitled “Usage in
Labor and Delivery,” which describes what is known and particu-
larly what is not known about the effects of the drugs, when used
in labor and delivery, on the long-term development of the child
born of that delivery. For the manufacturer to continue to include
such undocumented assurances of safety leaves the manufacturer
vulnerable to future litigation if time proves the use of the product
to have adverse effects on the mother’s physiology and on the
subsequent development of the exposed offspring.

“While FDA officials and the pharmaceutical industry may say
that FDA approval should not be considered the primary documen-
tation of a drug’s safety, the fact remains that, if the manufacturer
could document the safety of his product’s use, so as to obtain the
FDA's approval of that use, then such approval would clearly
enhance the sales of the drug for that purpose.

We have never suggested that physicians should not be free to
use a drug for a non-FDA approved use. Nor have we asked that a
drug be removed from the market, except for Bendectin. We do
take the position that the health care professional and, in turn, the
patient should be informed as to whether the intended use of the
drug has or has not been approved by the FDA. We do not see how
any tesponsible Federal agency or official can take a contrary
position.

The women's health movement is keeping a close watch on drug
labeling, drug advertising, and the FDA regulation of drugs that
affect the lives of women and the lives of their families. Neither
the FDA, the pharmaceutical industry, nor organized medicine can
afford to continue to withhold information from the obstetric pa-
tient which she 15 entitled to have and the physician is obligated to
provide her in order for her to make an informed decision as to
whether to accept or forego the drugs offered her.

I submit as part of my testimony a copy of the pregnant patient’s
bill of rights, which includes an excellent definition of informed
consent .by the American College of Obstetricians and Gynecolo-
gists, and which reflects women's growing desire to be dealt with
honestly regarding the risks of obstetric drugs and procedures.

|Material referred to follows. |
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THE PREGNANT PATIENT'S BILL OF RIGHTS
THE PREGNANT PATIENT'S RESPONSIBILITIES

The 1 d Chaldbarth E 100 A (ICEA) is an d Y
representng groups and individuals who share 3 genuine interest in the geais of famuly centered maternty
care and educatson for the chudbeanng year

ICEA constantly seeka to expand stwareness of the nghis and responsibilities of pregnant women and
expectant parents Most pregnant women are not aware of thelr nghts or of the obstetncuan's legal obliga-
tion to obtun thew infasmed consent to treatment The Amencan College of Obstetncisns and Gynecolo-
gusts has made & commerdsble sffort to clearly .2t forth the pregnant patient’s nght of informed consent 1
the following excerpts from pages 66 snd 67 of its Standerds for Obstetric-Gynecologic Services

"It 1s important to note the distinction between ‘consent’ and 'informed consent’ Many physcians,
because they do not reshize there y a difference. believa they are free from hiability if the patient con-
%813 10 treatment This 13 not true The phymcian may still be Lable if the patient's consent was not
informed In addition. the usmisl consent obtdined by & hospital does not 1n any way release the phys-
cuan from hus legal duty of obtaning.an informed consent from his patient

*"Most courts consider that the patsnt 13 ‘informed’ if the follo™~ne informat.on is gven

e The p lated by the phy as luding whether the 1
DEW of unusual

*  The risks and hazards of the treatment
o The chancas fof recovery after treatment
e The nacesmty of the treatment

o L af kity of al hods of

"One font on which courts do agree is that explanations must be gvenn
understands them A physcian cannot claum as & defense that he explane
patient when he knew the patent did not understand The physcian has a du!
under the circumstances, this means he must be sure the patient understands wha

a way that the patient
the procedurs 1o the
to act with due care

"1t should be emphauzed that the following reasons are not sufficient to Justify fal

| That the patient may prefer not to be told the I d

2 That full disclosure might suggest infin:te dangers to a patient with an active umagination, there-
by causing her 10 refuse treatment

et

That the patient, on || the nsks invoived, might rationally dechine treatment The right to
dechne 15 the specific fundamental nght protected by the informed consent doctane

On ke toitlowing pages 1CEA sera forth the Pregnant Patient’s Bill of Rights
alang w:th the Pregnant Patient’s Responaibilitres

LR S
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THE PREGNANT PATIENT'S BILL OF RIGHTS

Amer v n parenis gre heromang e vngh aw are that weldl infentioned health professionals de not 4w avs
* haac woenbia Juta o supportarmmon Amerian obstetiial pravtives and that many of these pravines are
varnied  u! pumaniiy becsate they are part ol medinad and hospital tradiion 1e the last forty years many
vty b prntves have beenntroduced which have changed (hildbieth trom « physiological event 1o 4 very
comprcated medivai provedure in which ail kinds of drugh are used and progedures carned oot someimes
mecves sy and many of then, poteatially damaging for the haby ugd ev enfor the mother A growing bods of
sescarnh ks st alarmingls dieaf t1 fevery aspect of tradiional Amernoan hospital «are durning Tabor and
. fe' miv mustnow he questioned as tots posahle effect on the tuture well be ng ot buth the obstetric patient
7 her anboen hild -

e o cvery A% (hiidren burn i the U nited Starey today wilt eventually be diagnosed as retarded 1n " $9% of
hescvanes there s noe familial of geeel v predivposing favtar One inevery 1010 P 7ehildten nas been found o
Rave seme Term at brun duafunction of learning disability requiting spec il ieatment Such stativ'is Are oot
sonfirsd 1o the awer MiGing OTUMIL XIOUP DU (Ut doross alf segmenty of \mc.nun ety - g

« -

N New .oneras aie heing raned by huldbeaiing somen bevaute no one hnuss what degree of oxygen
: depirtion bead Compre ston o i whon By forcepy he unboamor newborn nfunt v an toterate before that L hild
: ustaes permanent bran Jamage of dvstutction The revent timdings regarding the camver elated druy
fre boistidbestiod huse slereest the publn te the ot that neither the approval of o drug by the L 8 Food und —
‘ Drug Admanitation nur the Cat that a drug s presanbed by 1 phyucrin verygs as a guaraatee that a drug or
mednation sy ade tuf the mother s herabe il Intact the Amencan Adddems of Pediainey ¢ ommittee
on DIgs has reventhy el that thuee sacdiug whether presvoiption or over the counter remed., which has
beern pruven safe for the unborn L hilg ’

L

tRe Pregnant Patient Ras then Mot Y participate i decisions inyodving her well being and that of her unboin

cnld unkess inete Logdearsa Tergenyy that prevents her participation Inaddition to the nights set
forth nohe Amoracan Hosperg T Paent s Billof Rights  twhich bs also been adopted by the
Nea Yokt Department ting ¢ Pregnant Piient bevause she tepresents TWO panents ruther than

e ahnudd e cevogmzed o hfV i die addiconal ighty hinted heluw

i FrePoinaa Focs s anernonr profiathe adminisitd, on of iny drug of provedure to be intormend

v the Begith protess onal vwing Dor her of aay potenbal arect orimidiret effects tivks ur hazards to
hersuitor her grbotng neaborn bt which may resatt rom the uae of a drug or provednre pre-onbed
to admimistered e hee Junng pregmancy lubor bath or factation

Tag Froymint Punwat »oytnp v i posor 10 the proposed therapy o be mfurmed not onfy of the
renet voaks and Bazands ot The proposed therapy but alvw of known alternative therapy  such as
wonbatle b h educibon dasses which vouhd help 1o prepare the Pregnant Patient phy ucalby and
A s 1 Lope with the dingomiort o siress of prognaney and the experenie of Childbirth thereny
Fd g el mnabing her nead Bl diugs and obaeitic ntensention She shoild be offered such
cLIrmaGor egity 1 Ner Pregare s i oider that she may Mske o reasoned decinon

IR TN [ vorer o paascathe wmpnstraton of any drug toberatormed by the health
o fe unyan prew hog adimanstoning the deig b her that ses doig which sherecenes during
RITLNCN e NI Tt M motter how o of when the d ug s trhen of idministered mas vl
Fal ke ophorrab 8 e st sl that these tne dmis o Chemnal which s boen

! el bowe e il
r
[ -—\xl L SR fee kb Cesarean brth o antapited to ke s gied prof To the
| R0 T v en b o amdpreter st o pro b her hosprt iz atien That mimirez v her and an juen
{ RN Maad bt caaen g e pentive nedivine al beneht her baby
\ \, ;
! - .
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The Pregaunt Pytient h right poor 1o the administranion of 4 drug or procedure to be informed of
the areas of uncertainty if Inere s NO properly Lontrofled fotlow up rescarch whicn has established the
afety of the drug or procedure with regard to its direct and/r indirest effects on the physiologscal &
mentdl and neurological development of the (hifd exposed via the mother 1o the Jrug of proveduse
duringpregnancy labor tirthor Luctaties — tthas would apply 1o virtuatly alf drugs and the vast majonity
of obstetne procedures)

The Prexmant Patient hus the right prion to the administration of any drug 1o ke informed of the brapd
name and generse name of the drug .n order that she mas advise the health protesvional of any past
adverse reaction 1o the drug

The Pregaunt Punient huy the right 10 determine for herself without prossure from ber attendan’
whether she will acceps the nsks inherent in the proposed therapy of refuse o drug or procedure

The Pregnunt Puttent hu the right 1o know e rame and qualtfications of the indi idual administeninga
mednalion of procedure 1o her during labor or birth

Fhe Precaant Patienthas the righi 1o be informed prior tothe  dmimistr son of ans pronedure whether
thet procedure is being administered o her for her br her huby s benefit imedicalty indw ated) or sn
elective procedure 1for convenenve leaching purposes or research!

[

The Pregaun: Pattent has the right ta be avcompanied dunng the viress of lahar and birth by somevne she
vares for and to wham she looks for emononal comfort and enuiuragement

The Pregnunt Putrent hus the right after appropriate mede o consultation to choose a posinonTor tabor
and for pirth which o least stressful 10 her babs and 10 herself

Fhe Ohvterru Patien i the right 1o have het baby cased for at her bedside it het baby i normat and to
feed her haby atvording to her haby s necds rather than iccording 1o the hospitat regimbn

5
Phe Ohstetric Purrent s the 1 bt 1o be snformed i wniting of the name of the per  n who il
dehvered her baby and the protcssonat quabfiations of th st person 1 itormation should st s be on
the birth certfuate

Fhe Obsierer Patoent by tie 10 1 o be informed if there ' any hnowa or indi ated awpect ot hor or her
haby s Care or condiion which may cause her ur her by D aer ditficulty or problems

Pl Obsterric Potient has e echit o have her ind her baby « hospitad medindl recor ds snmplece,
wanrate andlegibie und 1o h e ther records imdduding Nurses Notus retined by the hospital unidd the
shild reaches ieast the age of majunts o aiternsnivels 1o have the recards oftered o ker before they
e destroved ?

Fuc Ohstotrn Parens both durng and tier her hospital stay has the tght 1o have aocess 1o her
somplete hosphar mediob cevonds induding Nunes Nates ind to recene avops apor payment 1y
re cnnable tee ind withadt inourrng the expense ot relarning an atlorpes

1ean the obsretrn patient ind hes baby  nut the he dlth prolession s who must sustnp | ne Trauma of tngurs
sesulting from the use ol adrug s sbatetoy procedure The obsery stion of the rights iinted abose will not only
PEIMI’ the vhverrin £atie s fo puur oipate i the degisnins nvalving her ind ber baby « he dth e but wiil he'p
s protect the headth protosannal ind the hospita” ag aest ling ghion AT HIL O fesentment or mounded o sl
p on the part of the mothes b

T

Prepared by Dons Hare Char HCE A Commitiee on Heslth Law and Regutation
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™ THE PREGNANT PATIENT'S RESPONSIBILITIES

In addinon 1o understanding her rights the Pregnant Patient should abo understand that she tqo has certain

responyibihiies The Pregnant Patient s responsibilitigs include the lollowing

I The Pregnant Pattent is responsibie for learning :bout the Physical and prychologiual process of labor
birth and posiparium recovers  The better informed expectant puarents.are the better thes will be able to
. partiipate m decisons convermng the planning of their care

2 The Pregnant Patient s responsibie for learming w h it comprises good pretatal and intranatil vare sod for
making an effort to oblain the be . carfe possible

Expectant parents are responsihle 10r heowing abnut thane Fuspit b poltcies nd reguf dions which will
affect thesr Birth and postpurim caperence .

-

The Pregnant Patieat s sesponible for srraaging for 3 comp inion of suppurt person thushand mother
sister friend ete 1 who will share in her plans for Q-rlh and who will weompany her duning her Labor and
birth experience

-

The Pregnant Panent s res ponible Tor Mahang her preferences knowaleat by 1o the health professionals
-nmh’ed 10 her cas= in a ourteuus and couperatie manner and tor making mutuslls agreed upon
arsangements regard yg matesmiry care aiternatives with her physictan und hospatal in advance of labor

>

Expectant parents are responsible for hstening to therr chosen phy sictan of midwgfe with a.. open mind
Just s thes expect him or her 1o hsten openiy 1o them

s

Onue they have agreed to a course of health care expectant parents ure responsifle (o the best of their
ablity for seeing that (he program s carried out 10 consultation with uthers with w hom they have made
the agreement ,

, The Pregnant Patient s responsible tor oblaiming inlormation in advance regarding the approximate cost
of her ubsleirie and hospital care

<

.
The'Pregnant Patient who inlends 1o vhange her ghssician or hospital 1s ;{;pmmhlt for nonfying all
.oncerned well ;nadsance of the birth il posuble and forinforming hoth nwwn\ for changing

t@ In 4ff thesr interacnions with medial and nursing personnel the expectant.parents should behave
towards those caring for them with the same respedt and cons deration they themselves would like

11 During the mother s hospital stay the mother s sesponvible for learning sbout her and her babs
continuing care after discharge from the hospiral

2 After barth the parents should pulinto witing corstructive vomments and feehings of satisfacion and of
dinsatinfaction with the care tnursing medial and persongs they receved Goud service (o families in
the future wiil be fauibitated by thuse parents wha take the ime and responsitilily 10 wrile tetters
expresang their feelings about the maternily carc they recesved

All the previcus statements assume o normal birth and posiparium espetienie F-npeu-ru parenis shuld
real:ze that f complnations develop in their cases there will be an increased need io trust the esperine of the
phyvicin and hospitai staff they have chosen However 1l problems ociur the childbearing woman stifl retains
her responsibility for making infurmed decisions thout her care or treatment and that of her baby 1 ske
intapabie of ussuming that respansthiiny becaiise of her physcat condition het previointy authorized compan
HON AF suppurt persun shoyld .\wmt responstbiliny for mubhing informed decisions un her behalf

Prepared by Membens of ICEA

Ponvie b aternanonal Childbirth Edugation 4vsocamm Ine

P oomiimentan copy sead u Stumped 10l¢ addrenied en elope 1o
Bou "W New York NY 10001
Bubk orders avelleble from ICEA Publicark Conter
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There were threa recent everts which convinced rie of the need
to prepare my report on the FDA. The first occurred when I
requested a list of those drugs approved by the FDA as safe for use
in pregnancy and obstetrics and 'was told that the FDA has no
Sﬁstem for retrieving such information from its records I think
that is unbelievable It is also :. 1e fo: other conditions, not just
obstetricsg '

The second incident-occurred when I learned that several key
FDA officers were unaware that only those uses of the drug which
appear in the “Indications” section of the drug’s package insert are
FDA-approved uses of the drug. Nor were those officers aware that
only when the drug’s use in pregnancy and/or obstetrics is noted in
the “Indications™ section of the package insert is the drug approved
as safe for use in plegnancy and delivery

When I called the FDA's Office of New Drug Labeling for
information, Dr Llo illstein, the Director, informed me.that
the FDA had changed iis requirement that only when an obstetric
use is mentioned in the “Indications” section of the package insert
was the drug approved by the FDA as safe for such use. He
referred me to page 37465 of-the June 26, 1979, issue of the Federal
Register for confirmation of the change in requirements. However,
I could see no notation 1n that text which canceled or modified the
basic requirement The correctness of my understanding has been
confirmed by a.recent letter from Commissioner Hayes which |
submit for the record )

Mr Gore. Without objection we will include that

{The information follows:]

A
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New York, N Y 10022
Tel (212)259-5510
May 7, 1981
Arthur Hayes, M.D., Commissioper
U. S. Food and Drug Administration
5600 Fishers Lane .
Rockville, Maryland 20657

Dear Dr. Hayes,

It was a pleasure to meet you when you chaired your first consumer meeting at
the FDA. 1hope that you will find such meetings constructive. I was especially
pleased that yot confirmed my understanding that "only those uses mentioned in the
"Indications" section of the drug's package insert are those uses which have been
approved as safe by the FDA and that, in the case of pregnancy and parturition, unless
the use of a drug in pregnancy, labor, birth and/or lactation is mentioned in the "odica-
tions” section of the drug's package insert the drug has not been approved by the FDA".
Your confirmation 18 consistent with that of former Commissioners Goyan and Kenpedy.

Unfortunately. various officers of the FDA interpret the regulations diﬂeremly.
When 1 cailed Dr. Lloyd Millstein, head of the New Drug Labeling section, prior to
the consumer meeting, he told me that the rules had been changed and sent me as
confirmation a marked copy of the June 26, 1973 Federal Register (see eaclosed page).
1 realize that the directive in the "Labor and Delivery" Bection is well intentioned, and
its inclusion is an lmportam improvement. However, it is equally important that the
package insert clearly define those uses of the drug described in the text which huve not
been approved by thé FDA as safe for such use.  To omit this designation would lead
many health pro!esalonals to the erroncous assumption that the drug has received FDA
approval es safe for such use. &

There are many health professionals who are apparently inadequately informed as
to how to {dentify in the package insert an FDA-approved use of the drug from non-approved
uses. THerefore, the National Women’s Health Network requests that a notice be plnced
in the next FDA Bulletin, which reads:

"HOW TO IDENTIFY FDA-APPROVED USES Cil" A DRUG

Only those use# noted under the "Indications' section of the
package insert have been approved as safe by the FDA. If,
for example, the "Indications” section of the package insert
does not specifically mention use of the drug during pregnancy,
lahor, delivery and/or lactation, the FDA has not approved of
the drug as safe for such use. ™

e

k23



Dr. Hayes May 7, 1981
- .
While I realize that many health professionals are well aware of how to tdenti’.f!
an FDA-approved use of a drug, obviously many do not.  Such a motice will help to

protect the’health of the American public and is of sufficient importance to warrant
its inclusion in a forthcoming FDA Bulletin.

1 look forward to hearing from you in regard to this matte-.

Best wishes,

Doris Haire
President

| DBH/vs
Enclosure;
Federal Register page
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section * Under “Contratndications ~ the
tabeling ohall stats "TNome of drug)
may fron) canse gl horm when
administered to a pregnant women.
{Orscribe the human dote ond any
perunonl orumal dota | {Nome of drug)
fa containdicated in women who arv or
may become pregnant. Hf this dng le
+ wand during pregnancy or if the patieat
s becomes pregnant while teking Ii;u
drug. the patient should be apprised of
the potential hazard to the ferus.”

“11} Nonterctogensc ¢ffocts Under this
headwng the labeling shall contein other
inférmation on the drug s eflects on
reproduction and the drug ¢ use dunns
pregnancy that 18 not required
spedificetly by one of the pregnoncy
categones if the information is relevant
to the safe and effective use of the drug.

* Informaton required under this heading
shall include nonterslogenic effects in-
the fatus or newborn infant {for
raample, withdrawal symptoms or
hypoglycecua} that may occur becauss
of 8 pregnant woman s chronic use of
the drug for & preesisting condition or

disctne

r and ery If the drughee
& recognized use dunng lsbor or
delivesy {saginei or at-dominal
deheery) whether or not the use 10
stoted 4 the indicotions section of the
labeling’ 10 subseciion of the lateling
ohail describe the‘svmilable information
atout the effect of the drug on the
mother and the fetus on the dugstion of
labot ot delisery on the poss:bility that
forceps delivery or otber iniervention or
resuscriation of the newborn wall be
necesssry and the effect of the drug on
the lster growth development. and
functional meturation of the chid If any
informaton reqeired under thun
subsetlion 1o Lnknown. this sybsection
of the labeling shall stdte that the

Lon 38 unknowm.

{8 Marniag mothers
. my i absarbed sysiemucally
this subsection of the laheling ahall
conteh, f kncwn information about
excretiofs of the drugin 1 ure n Lotk and
effecia on the nutsing w'ant re 1nent
sdverse effects obee ve~in  qics
ofTspring shall be descnbed.

11 lf o drug 19 sbsorbed systemirally
sndis known 10 be excreted in human
milk this subsec bion of the labebing ahall
conisin one of the following statemens
as appropnste H the drug 13 sascciated
wth serous advesse reections or of the
drug has a knewn lumongenic poteniial,
the laheling shall state  Brcause of the
polental for sencun sdverse renctons
n rurting infants fram [pome o drug)
tnr Trwsuse of thy potential for
temnngenicity shawn lor frome of drug)
i fun mal or bi—an] eradies)

¥

E

Aruitoxt provided by Eic:

decision should bs made whether 1o
discontinua nursing or to discortinus the
drug teking into mccount the importence
of the drug to the mothar  If the drug io
not associsted with senous sdvarde
reactions and does not bave s knowa
turporigenic potantie] the labeling ahall
stats “Caution should be exercised
when fname of drug) is adminisiered to
@ nuaing woman.”

(it} I & drug ts abeorbed svotemicaliy
and Inforrnation on escretion in human
mils 18 unknows this su'section of the
Yabeling shall contain one of the -
follawing stalements a9 agpropnate If
the drug is esaociated with senoun
adverse reactions or has 8 known
tumongenic potential. tha tabeling shall
s'ate *Jt fo not known whether thie drug
i eacreted bn humen milk Because
many drugs are excreied in humen milk

sand Luuu of the potent:a! for serious
adverse reactions 0 nureing infants
from [nome of drug) (or “Because cf the
potentisl for tumorgenicily shown for
{rame of drug) in {ammol or hugpan)
studies). a'decinion should be pede
whether to discontinue nyreing or to
dcontinue the drug taking mioc sccount
the importance of the drug to the

mother ~ If the drug is not essociate
with senious adverse reactions and does
nol have a known tumongerc potential.
the labe'ing shell atete Tt1s 0ot hnow -
whether this drug is excreted in hymar
milk Brisuse many drugs «re excreted
10 humee oulh, caution should be
exercised when fnome of drugjis
sdmnlstered to  nureing woman "

{81 Pechiatnc use A dpecific pediatne
indication if eny shall be destnbed
under the “Indications end Usage™
sertion of the lsbeling and sppropnate
s ediatnc dosege shall be siated under
the "Dosage and Admintsiration”
section of the labeling Sistrments oo
priwtric use of the drug for ma
indication approved for adults shall be
based on substantial evidence denved
from adequate and well-contralied
studies ns defined 1n § 314 13170)(5){n) of
thie chapier unleos this requie ment 10
waved unde- § 271 S8 or
§ ¢ 1vilosHi1) of thle chap e If 11
reyuiremnents of § 314 111(a){5}{il} of ihis
< apter cannot be met this section of
the labehing shal! rontsin one of the
frliowing siatements  Safety and
efectivenees in children have not been
e¥oblished  or “Safely and
effectivensos in childre~ helow the age
of { )bave nat been established I uee
of the drug in prezature or neonstal
wnfants of inolder chitdren o
®13 ,cited with 8 spe: fic hazsrd, the
harerd shali be descrited in this
o3} orction of the Iabel ng o- §f
sppmpnete the hazard shall be g1atsd

tn tha “Contalndications” or
“Warnlngs” saction of the labeling and
this subssctjon of the labeling shall refer
toft

{g) ‘Adverse Reactions™ Ar advarse
reaction 1s an yndesirable affect.
ressonably sesocisted wiih the use of
the drug that may occur se part of the
pharmucologicel action of the drug or
mey be unpredicteble in Its occurrence.

{1) This section of the labeling shall
List the adverse reactions thet occur
with the drug and with druge in the
same plum-eol:g.uﬂy active and
chemscally related claas. f applicabls |

{2) in this iisting adverse resctions
may be categonzed by orger ayatem, by
severily of the reaction. by frequency, or
by toxicological mechanjom. or by a
combinstion of thase s sppropriste if .
frequency information from sdequyts
chinica) studies Is avallabis
calegories and the sdverse reactions
within each category ahall be listed in
decrenning order of brequency Aa
sdveree renction that fa significantly
more severe than the other resctions
histed i o category however shali be
Leted before those reactions regardless
of 1ts frequency If frequency
information from edequaie clinical
studies is not aveflsble the categones
snd adversegenctions within eqch
category .hlﬂ be linted sndecrensing
crder of seventy The approximets
{requency of each sdverse reaction shall
r+ expressed in rough esurghtes or
orders of megnitude esnenfislly as
Ioliows “The most frequent adverse
reaction(s) to {[nome of drug) te {are) (Liat
reactions) This {these) occur(s) o about
{eg one third of patienta one in 30
psatienta less than one tenth of patiente)
Lees f.equent adverse reactiona ere {/:ar
react:ons) which oceur i
wpproximately (eg one in 100 patienta}
Other adverse reactiona which ocowr
rarely in approximetely {eg onein
1000 patients) are (L8t reoctions}
Percent figures may not ordinarily be
used unless they ars documented by
adequate and well controlled atudies as 5
cefined in § s34 113 {a}S)(1f) of e '
‘hapler they are sho 110 ref)- ot
genersl expsrience and they do not -
falsely imply a grester degree of
ACCUrICy than sctuslly exssts

{3) The "Wamurgs” section of the {
fsbehng or If approprate the

Contraind:cations” sechien of the

labehng shell fdentify any polentially
fatal adverse ranction

{4} Any cloin companng the drug to
whuch the labeling apphes with other
druge i terma of hequency aeverity or -
character of advrse reactions shall be
based on adequate and wel) controlled
studies as defined tn § 314 191{a)(S)1) of
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DEPARTMENT OF HEALTH & HUMAN SERVICES Pubkc Heshth Service

.

Food and Drug Admwustration {
Rockville MD 20857

-

Jut 14 181 .

.

Ms. Doris Haire

President, Naticnal Women's Health Network
3 Beekman Place

New York, New York 10022

Dear Ms. Haire:

Thank you for sending the comments in your letter of May 7, 1981,
concerning prescription drug labeling and non-labeled indications (alsa
referred to as “unapproved uses"). I want to apologize for the delayed
response to your request that we inform health professionals, by means of
an article in the Drug Bulletin, that only those Jmses listed in the
Indications section of the package insert have been approved as safe by
the FDA. [ have reviewed this issue with people on my staff, and- this

. review account$ in part for the delay. We have concluded that, while

such a statement would be true in the technical sense, i1t would be
misleading and--in many cases--not in the best interests of patients.
Let me attempt to explain our thinking on this important and difficult
question. ¢

The issue of non-labeled indications has been widely publicized and was,
in fact, the subject of an FDA Drug Bulletin article in October 1972 and
of speeches and publications by sta’f members and by the American "
Academy of Pediatrics' Committee on Drugs. (I have enclosed copies of
these for your information.) We feel that health professionals are aware
of the issue through these means, but we will continue to raise the issue
periodically in order to assure that new members of the professions are
made aware and that others are reminded. Specifically, 1 have arranged
to have a proposal for a1 article on prescription drug labeling and
non-labeled indications be submitted formally to the editorial board of
the FDA Drug Bulletin . -

Further, the uses listed in the Indications section of the package insert
are those for which FDA has determined that there exists substantial
evidence of effectiveness and for which a favorable benefit/risk judgment
has been made. This does not mean that other unlisted indications may
not have such evidence as w2¥l, but since there has been no determination
about the safety and effectiveness for those indications, they are not
included in the labeling. -

I was pleased to note that you agree with FDA's requirement that, when a
drug has a recognized use during pregnancy (whether or not such use is
intluded in the Indications section) the labeling should provide
available information on the effcct of that drug on the mother and child
and on labor and delivery. In effect, however, you ask that we make ft

.
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Page 2 - Ms. Doris Haire

1

clear that such use is not approved. As I ment{oned above, labeling do
*  not alwadys contain all of the indications for which adequate data on
safety and effectiveness exist. Furthermore, as Dr. Temple points out in
his enclosed paper, “Legal Implications of the Package Insert," and as
FDA has long held, “the physician mus® be free to use a drug for an
indication or at a dosage not specified in the insert whén such usage
> ‘appears to be rational and for the benefit of the patient.* In its
paper, the AAP Committee on Drugs states that an "unapproved use" of a
drug (i.e., one not in the labeling) "does not imply an impraper use, and
certainly not an i1legal yse. The word unapproved is merely to indicate
lack of approval, not to imply disapproval or a contraindication based on
positive evidence of lack of safety or efficacy.”

I realize that you do not intend to indict a drug as being unsafe for an
unlabeled use (unless, of course, such evidence exists). Rather, your

- aim s to inform the physician that a drug used for an indication not in
the Indications section of the labeling may not have been shown to be
safe for such use. For the reasons I mentioned above, however, 1 do not
agree with your suggestion that the next FDA Drug Bulletin contain
precisely the stgesnent you recommend. s

Two parfs of the Labeling ReguTation are pertinent ‘to this discussion,
and I want to call them to your attention.

1. Under the Indications section, the regulations state that if

there is a common belief that a drug may be effective for a
certain use but a preponderance of evidence shows that it is
ineffective, FDA may require that the labeling so state. .
Although this deals with effectiveness, .it is related as well to

. - . safety, because all drugs have side effects and because the
benefit/risk ratio of a drug for an indication for which it is
ineffective is unfavorable.

2. Under the Warnings section, the reguiations state that the FDA
. may require a specific. warning relating to a use not provided
for under Indications when a drug is commonly prescribed for
such use, when there fs a lack of sytstantial evidence of
effectiveness for that use, and when such usage is associated
with serious risk or hazard. Let me assure you that a serious
hazard from use of a drug would always be included in the
1abeling whether or not the drug is specifically indicated for
the use in which the hazard has been observed. -

LRIC
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Page 3 - Ms. Doris Haire

1 hope that this explanation helps you understznd why I cannot agree with
your recommendation. I appreciate having your suggestions, however, for

_ they gave me an opportunity to think through a number of provocative
questions about the labeling of prescription drugs.

Sincerely your:,

Commtssioner cf Food and”Drugs
Enclosures

1 - *Use of Drugs for Unapproved Indications: Your Legal

Responsibility*; FDA Drug Bulletin; October 1972
/ 2 - "Unapproved Uses of Approved Drugs: The Physictan, “the Package

Insert, and the FDA"; Pediatrics; August 1978

3 o,'l'Legal Implications of the Package Insert”; Primary Care; September
974

4 - *Prescription Drug Advertising; Content and Format for Labeling of
Human Prescription Drugs®; Federal Register; June 26, 1979

Ms_Tiare. I have no dqubt that Dr. Millstein truly believed that
what he was saying was correct. That is probably what he was led
to believe. . .

Shortly after his appointment as FDA Commissioner, I wrote to
Dr. Hayes. I described the confusion expressed by various heaith
professionals when I asked them how they identified an FDA-
approved use of a drug. I requested that the FDA inform health
professionals by means of an article in the FDA Drug Bulletim that
only those uses listed in the “Indicatic=s” section of the package
insert have been approved as safe by the FDA. The Commissioner’s
response was that “while such a statement would be true in the
technical sense, it would be misleading—and in many cases—not in
the best interests of patients.” )

Commissioner Hayes' position, that truthful information should
be withheld from both health professionals and the public, illus-
trates the FDA's pattern of thinking which has made it so difficult
for responsible consumer groups to work effectively with the
agency. It is difficult to avoid the conclusion that the FDA is more
interested in protecting the physician who prescribes the drugs
than the patients who receive them.

It now appears that information regarding how to identify an
FDA-approved use of a drug is being purposely withheld from the
public. We could find no currently available FDA-printed
information, book or pharmacopeia whicK instructs the reader as to
how to identify an FDA-approved use of a drug. In refusing my
request Dr. Hayes did say that such a notice was published in the
FDA Drug Bulf;tin in 1972. One such notice in 10 years is hardly
sufficient.

When I questioned obstetric nurses, midwives, supervisory per-
sonnel, graduating medical and pharmacy students, none were

ERIC |
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) 61
aware that only when the drug use in pregnancy and obstetrics is
noted in the “Indications” section of the package 1s the drug ap-
proved by the FDA as safe for such use. Even the women who took
my call to the FDA's Office of Consumer Affairs gave me an
incorrect answer!

When [ learned/df the FDA's approval in 1979 of two powerful
narcotic-like analgesics, Nubain and Stadol, as safe for use in ob-
stetrics without first presenting evidence of safety to the FDA's
Fertility and Maternal Health Drugs Advisor Committee for
review, I realized that until Congressional and public attention was
brought to bear on the inadequacies of the FlgA's evaluation and
regulation of drugs the agency would continue its laissez-faire ap-
proach to the evaluation of obstetric-related drugs. My exchange of
letters with Dr. Marion Finkel, director of New Drug Evaluation,
regarding Stadol demonstrates the FDA’s laissez-faire approach. I
submut this exchange of correspondence along with my testimony

{The material referred to follows ]




DEPARTMENT OF HEALTH EDUCATION AND WELFARE
PUBLIC HEALTH SERVICE N
FOOD AND DRUG ADMINISTRATION
AOCKVILLE MARYLAND 20857

MAR 4 1981

Doris Haire .
American Foundation for Maternal

and Child Health, Incorporated

30 Beekman Place

New York, New York 10022

Dear Mrs, Haire:
N

Your letter of December 8, 1980 to the Commissioner concerning the use of
butorphanol tartrate (Stadol) for the relief of prepartum pain has been
referred to the Bureau of Drugs. Our response lists your questions for
clarity.

1} What were the criteria for exclusion and inclusion used in
establishing the safety of Stauol in regard to both the
{mmediate and delayed, long-term effects ¥ Stadol on the
exposed of fspring?

There were no exclusign criteria for the offspring; all
offspring of mothers participating‘in the investigatiu. .ere
studied.

2) What were the criteria used to determine the contro) group?

a)  Was the control group comprised of healthy unmedicated
mothers and their offspring or mothers who had a different
form of pharmacnlogic treatment for prepartum pain?

The control groug,was determined by random allocation to
treatment with the standard drug (meperidine). All women in
this study received either the test drug or the comparison drug.

3)  How many parturients and their of fspring were included in the
experimental group and how many were included in the control
group?

There were one hundred and forty patients in each group.

4) who carried out the research to determine the immediate effects
of Stadol on the exposed offspring?
v

a) Has the research been published?
b) In what refereed journa, does it appear?

LRIC
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Mrs. Doris haire

T

Dr. Albert Maduska of the Department of Anesthesiology at the
University of Tennessee and Dr. Robert Hodgk inson at the
University of texas Medical Center, San Antonio, Texas performed
the studies, .There are two publications:

Maduska, A.L., Hajghassemali, M. A double-blind comparison of
butorphano) and meperidine in labour: maternal pain relief and
effect on the newborn, Can, Anesth. Soc. J. 25: 398-404, 1978.

Hodgkinson, R., Huff, R.W., Hayashi, R.H., Husain, F.J.
Double-blind comparison of maternal analgesia and neonata)
neurobehavior follewing intravenous butorphanol and meperidine,
J. Int. Med. Res. 7: 224-230, 1979,

C)  What methods of neurclogic assessment of the newborn were
used?

The evaluations that make up the APGAR score, the time nterval
from delivery to sustained respiratjon, and (in Dr. Hodgk inson’s
study only) a sixteen point neurelogical examination were used
to assess the newborn. .

Who carried out the research to determine the delayed, long-term
effects of Stadol on the exposed of fspring?

a}  Has the research been published?

b)  In what refereed journal does 1t appear?

¢)  What methods of neurologic assessment were ysed to evaluate
the neurologic and physiologic state of the offspring?

d) At what ages were the neurologic assessments carried out?

No research on long-term ofiects of Stadol on the exposed

of fspring was done in these investigations, FDA 1s not aware of

any evidence that treatment of labor pain with one or two doses

of analgesic medication can result in long-term effects that are

not mediated by immediate, clinically-observable,

pharmacodynamic effects of the drug.

Maternai concerns:

1)

When Stadol is administered ntramuscularly {2 mg) or
ntravenously {1 mg) does Stadol:

a)  Slow the parturient's gastrointestinal functioning?

b)  Slow the transfer of oxygen from the parturient’'s
bloodstream to that of her unborn infant?

b/
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Mrs. Doris Haire

We have no information on these points.

¢) ‘Cause uterine contractions to become dyscoordinate and, in
turn, slow the progress of labor?

d) Increase the need for uterine stimulants during labor ard
delivery?

The data developed in the studies cited above indicated that
there was no significant difference between the duration of
labor in patients treated with Stado! and meperidine. Compared
to meperidine, no increased need for uterine stimulants was
found.

e) Inhibit the parturient’s gag reflex?

f) Increase the possibility that a caesarean section will be
needed to facilitate deliver,?

There were no observations concerning the gag reflex. The

jncidence of caesarean sections was no higher in patients

treated with Stadol than in patients treated with meperidine.

Fetal/Newborn Concerns:

1)

2)

when Stadp] is administered intramuscularly (2 mg) or
intravenously (1 mg) does Stadol cross the placenta ard enter
the fetal blood, brain, and other organs?

Stadol does cross the placenta and enter the fetal circulatory
system. We may deduce from our knowledge of the physicochemical
properties of the molecule that 1t subsequently enters the brain
and other human organs. Animal studies show the drug to be
distributed widely following injection.

Under what conditions does Stadol tend to accumulate in the
fetal blood, brain, and other organs?

Cumulation of drugs occurs when the rate of delivery to a
compartment (e.g., blood, brain, organs) exceeds the rate of
removal from the compartment; multiple samples from each
compartment are required to determine the rate of delivery and
the rate of removal. There are ethical constraints on studies
which require multiple blood samples from nfants, and samples
of brain and other organs have not been obtained n any human
subjects.
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1
What 1s the average Tapsed time between 1 1stration of
Stadol to the parturient and the uptake ¢ by the fegal

circulation?

We have no experimental data regarding this question, but 1t 1s
Tikely that the transport_of the drug to the fetus is very rapid.

What is the half-T1ife of Stadol?

The haif-11fe was not determined in parturient *women. From
information gained in other studies, the half-Tife following
'ntramus ular injection 1s calculated to be about 2.7 hours.

what are the metabolites of Stadol and what effects do they have
on the fetus and the newborn?

The major metabolite 15 the conjugate with glucuromide, It
dprears to be pharmacclogically inactive,

0es Stadol administered to the parturient

2} Slow fetal breathing hovements? ™
" Alter fetal heart rafe patterns? .
tt  Lower blood gases 1n the fetus and qgwborn, and 1f so, how

are tney aliered?
AT

~hiy rtfect on fetal breathing movements 1s J}doubtably
scse-related,  Direct observations on the fefus were not
rerforoed in these investgations, No differences 1n fetal
heart rates between the two treatment groups were observed in
these studies, Fetal blood gases were no monitored since this
requires special methods for obtaining samMes, There were no

1ficant differences yn the PCOZ =~ pH oMyenoys blood from
t- umbiTical vords of Labies born to mothers™reated with

2taisb oo peperidang,

. “irer peuronal maturation, cell d.7ferentration, cell -
“1watinn, and dendratic abortication in the brain of the
f s and newborn infar*7

A "1y ey anfarmation on this point, but we would not
ctaminate sy effect roilowing a brief expocure period.

|
=ttt the infants' tige to cyytained respiration?
Toma e the T Tinoad that tue infant may require

ot atieR?

*
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Mrs. Doris Haire N

In one investigation, infants of m~thers treated with Stadol 2
mg 1.M. had a shorter average time ¥ sustained respiration than
infants of mothers treated with meperidine 80 mg. None of the
infants borp to mothers treated with Stadol required
resuscmtntjg;. We believe that overdosage could oroduce
respiratory™8epression, but there have been no such ncidents
reported. N

g) " Affect the thermoregulation of the infant?

h) Affect the brain wave patterns of the fetus and newborn
infant?

1} Affect the visual and auditory responses of the newborn
infant?

These observations were not performed.
3)  Cause the newborn infant's suckling to be incoordinate?

This was not directly evaluated 1n these studies, and there were »
no observations which suggested this effect

7) What 1s the length of twme Stadol tends to remain 1n the blood,
brain, and other tissues of the infant after birth?

As mentioned above, determination of ratzs of drug removal would
require multiple samples, and this has not been determined 1n
infants or children. Thepalf-11fe Jisted above was calculated
from the results of studies in adults. '

8) How iong does Stadol appear in the mother's milk after birth.

We do not have exact information on this point. Based on
Lalf-life values, we would expect that there would not be any
appreciative level 1n breast milk 24 hours after the maternal
dosing was completed.

9) If the FDA does not have 1n 1ts files properly controlled data
which demonstrate the safety of Stadol in regard to the dr g's
delayed, Tong-term effects cn the subsequent physical,
neurologic, and mental develfcpment of the exposed offspring, why
has FDA not required the p.ckage nsert to caution the reader
that the delayed, long-tgrm effects of Stadol on human
development are unknown?
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Mrs. Doris Haire

As you know, the current prescription drug labeling regulations
' were published June 26, 1979. when fully implemented, the

labeling fdr drugs with approved indications for yse in

cbstetrics (also drugs with a recognized yse in obstetrics, even

. if not approved for such use) will be required to provide under

the Lapor &nd Delivery section the available information
concerning the long-term effects of the drug on the growth and
neurological development of the child. If no information is
available n this regard, the labeling shall state that fact.

dne labeling for Stadel will he revised as necessary, in accord
with the compliance schedule published May 16, 1980, a copy of
which 1s enclosed for your information., You will note that the
effective date for revised labeling for general analgesics (of
which Stadol is a member) 1s May, 1983.

Or. Zavadi] has asked me to enclose tne reprint requested in your
telephone conversation with him on January 22, 1981,

Sincerely yours,

o P Rrtatf

Marion J. Finkel, M.D.
Associate Director for
New Drug Evaluation

Bureau of Drugs

Attachments: (¢)
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December 8, 1980

Jere E, Loyan, Ph.D., Commissioner
U. 8. Food and Drug Administration
5600 Pishers Lane

Rockville, Maryland 20857

Dear Jere, -

Because-the FDA's approval of Stadol for the relief of prepartum
pain (Sept. 1979) sppeprs to represent the current thinking, ‘sttitudes, and
objectives of the FDA, [ would appreciate answers to the questions I have
posed regarding Stadol and its effects on the parturient and her offspring.

1 would like to call your sttention to the following statementa (under-
scoring added) made in the package insert of Stadol (see enclosed copy of
PDR Supplement B/1980, Page B5):

“Usage in Pr y: The safety of Stado} for use in pregnancy
prior to the labor period has not been established; therefore,
‘this drug should be used In pregnant pat'ents ohly when in the
judgment of the physician its use 1s desmed essential to the
welfare of the patient.

‘Usage in Labor and Delivery: Safety to the mother and fetus
following administration of Stadol during labor bas been established.
Patients recel ving StadolJuring labor haveexperienced no adverse
effects other than those observed with ly used anaigesi
Stadol should be used with caution in women delivering premature
infants. \

.

‘Usage In Nursing Mothers: The use of Stadol in laotating mothers
who are noreing their-infawts is not recommended, since it is not
mmrm.dﬂ!“@;ﬁhmﬂk. Stadol bas been used
safely for labor pain in mothers subsequently nursed their infants.

+ -
"Usage in Children: Safety and efficacy in children below 18 years
have ot been estahlished at present. *

While the text of the package tnsert of Stadol acknowledges that the
drug can alter msternal blood pressure, heart rate, and resp’ -ation, *
there are many important questions left unanasweared.

2
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Dr. Goyan @ December 8, 1980

We would appreciate answers to the following questions, snswers wkich we
' believe the FDA should have in arder to justify FDA's approval of the drug Stadol
ag safe for usc during labor:

1. What were the criterta for exclusion and inclusion used in establishing the
' “ERSety of Stadol In regard to both the immediate and delayed, lorg-term
_ effects of Stadol on the exjosed offspring ?

- 2. What were the criteria used to determine the control group ?

a) Was the control group comprised of healthy unmedicated mothers and
their offspring or mothers who had had a different form of pharma-~
cologic treatment for prepartum pain?

-

3. How many parturients and their offspring were included in the experimental
group and how many were included in the control group ?

>

4. Who carried out the research to determine the immediate effects of Stadol on
the exposed offspring ? ~

A;) Has the r;seax:ch been published ?
i)) In what refereed journal does it appear?

c) What methuds of neurologic assessment of the newborn were used?
”

5.  Who carried out the research to determine the delayed, long-term effects of
Stadol on the exposed offspring ?

. a2) Has the research been published ?
by In what refereed journal does {. appear ?

¢) What methods of neurologic assessment were used to evaluate the
o neurologic and physiclogic state of the offspring ?

d) At what age;were the neurologic assessments carried out?
o MATERNAL CONCERNS:

1. When Stadol is administered intramuscularly (2 mg) or intravepously (1 mg)
does Stadol:

a) slow the partunent's gastrointestinal' functiomng ?

b) slow the transfer of oxygen from the parturient's bloodstream to that of
her unborn infant ?

-

€) cause uterine contractions to become dyscoordinate and, in turn, slow
the progress of labor?

°
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. Goyan December 8, 1980

B

d) increase the need for uterine stimulants during laber and delivery?
€) inhibit the partnrle}xt's gag reflex?

f) increase the possibility that a cesarean section will be needed to
facilitate delivery?

FETAL AND NEWBORN CONCERNS:

1.

ERIC
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When Stadol is administered intramuscularly (2 mg) or intravenously (1 mg)
does Stadol cross the placenta and enter the fetal blood, brain, and other
OTRaAns ? = -

Under’ what conditions does Stadol tend to accumulate in the fetal blood,
brain, and other organa?

What i8 the average lapsed time between the administration of Stadol to the
parturient ard the uptake of the drug by the fetal circulation? R
. N - e

What 18 the half-life of Stadol ? P .

What are th; metabolities of Stadol and what eﬂ'ects do they have on the
fetus and newborn ?

Does Stadol administered to the parturient: .

a) slow fetal breathing movements ? o

b) altqr fetal heart rate patterns ?

c) alter blood gases In the fetus and newborn, and if so, how are they
altered ?

d) alter neuronal maturation, cell differentiation, cell migration, and
: deridritic arborization in the brain of the fetus and newborn infant ?

affect the newborn\mfant's time to sustained respiration?
g; increase tb; likellhood that the infant may require resuscitation? .
h) affect the thermoregulation of the infant ? ‘
1) alter the bralnwave patterns of the fetus and newl;oL:'n infant ? .
§) affect the visual and auditory responses of the newborn infant ?
k) cause the newborn infart's suckling to be incoordinate ?

What 18 the length of time Stadol tends to remaln in the blood, brain, and
other tissues of the infant after Wrth ?

74




Dr. Goyan /k December 8, 1980

8. How long does Stadol appear in the mother's milk after birth?

9. If the FDA does not have {n its flles properly controlled data which
demonstrates the safety of Stadol in regard to the drug's delayed,
long-term effects on the subsequent physioal, logic, and mental
development of the exposed offspring, why has -the FDA not required
the paciage insert to caution the reader that the delayed, long~term
effects of Stadol on human development are unknown?

-

The answers to the questions | posed are essential to the safe care of
both the childbearing woman and her offspXing. I find it difficult to believe that
the FDA could have approved the use of 1 for prepartum pain without having

“ the answers to the questions I have pos 1 look forward to receiving your

answers. 1will share the information with other organizations which share my
concern regarding the safety of obstetric-related drugs.

-~ Sincerely yours,

Y/

Doris Haire
President
DBH/vs '
Enclosure
PDR Supp. B/1980

Mr. HaIRE. The manufacturer of the drug Numorphan, approved
by the EDA as safe for use in obstetrics in 1959, at a time when
newborn evaluation was primitive at best, recently added obstetric
use to the list of “Indications” in its package insert without having
to clear such inclusion with the FDA. There is something basically
wrong with such a system.

Dr. Finkel claims that the FDA has completed a careful review

‘of the literature on obstetric-related drugs and found no reason to

alter its present position in regard to how the FDA evaluates and
regulates such drugs. I can only say that for the past 4 or 5 years I
have attended essentially every meeting of the Anesthetic and Life
Support Drug Advisory Committee and of the Fertility and Mater-
nal Health Drugs Advisory Committee at which obstetric-related
drugs were discussed. I have seen no evidence that an extensive
review of obstetric-related drugs has been carried out by either of
those committees. At one of the meetings three FDA staff members
reviewed a few of the studies. In my opinion, their reports were
very inadequate reviews of the scientific literature since none of
the studies discussed included a drug-free control group. In addi-
tion, there was no eviderfce at that meeting that the members of
the advisory committee had read the studies discussed.

In my presentation to the FDA's Anesthetic and Life Support
Drug Advisory Committee I listed items of information which
should be obtained from the manufacturer in order to make a
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considered evaluation of any drug. I submit this list as a part of my
testimony this morning. None of the points of information which 1
feel are important to have in considering the safety of a drug for
obstetric use was obtained for the drug Stadol.

[The material referred to follows:]

Y,
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PROPOSALS FOR IMPROVEIS PROTECTION bF THE UN}}ORN CHILD
prepared by DORIS HATRE
Chair, Ccmmittees on Health Law and Regulation of
h The National Women's Health Network
The International _Child'birth Education Association

president, American Foundation for Maternal and Child Health
I

4 °

FDA Anesthetic and Life Support Drug Advisory Committee
Subcommittee on Obstetrical Safety

February 19, 1980
Wasnington D. C.
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PROPOSALS FOR IMPROVED PROTECTION OF THE UNBORN CHILD
by DORIS HAIRE

The FDA should immediately require that the manufacturer of every
drug which the FDA has approved as safe for use during labor or delivery
place a boxed precautionary statement regarding it; use.during labor and
delivery in the package insert, label and promotional material for the drug.
if no properly controllﬂd investigation has been carried out to evaluale the
delayed, long—term effects of the drug on the subsequent physical, neurologic

and mental development of the offspring exposed to the drug in utero,then the

very least the precautionary statement should advise the readers is as follows:

"No properly controlled long-term follow-up has been
" carried out on individuals exposed to vthe cffects of

inutero. There may be delayed, long-term, adverse

effccts on subsequent physical, neurologic and 1;19ntal

development which cannot be determined at this time. "'

""Physicians are not required to report an adverse drug
reaction to the FDA; therefore, there is no way of

L4
determining the exact rate of advcrse drug reactions to

* _whenused in non-research obstetric care.”

"Since even the short-term direct and indirect effects
of this drug vary with the individual physiology of each
mother and her unborn child, the term "overdose' as it

applies to the fetus cannot be defined for ihls drug. "

ERI
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. If the drug has not been approved by the FDA for use in pregnancy and
obstetrica then the package insert should state in bold type
. 7’
“This drug has not been approved by the FDA for uge in

‘ ;regmncy, parturition or lactation, " »

If the FDA is to carry out Its charge to protect the American public,
and especially the unborn child because it is s¢ vulnerable, from drug- !
induced injury .then the text of the package insert must reflect the state
of knowledge regarding that drug. /'For drugs used in obstetrics this is
especially important since there are two patients, not one. While the
drug may benefit the mother, it may have an'adverse effect on the

- immediate or long-term well being of the unborn infant.
’ .
To protect the mother and her unborn child from drug-induced injury
the FDA ba« a duty to provide the physician and, {n turn, the mother, with
information in the package insert regarding . \
1. the average lapsed time between the administration of the drug to the
Pregnant or parturient woman and the uptake of the drug by the fetal
circulation, according to the quantity and the youte of adminjptration. .
- kY

2. how long the drug will remain in the blood, brain and other tisaues of
- the infant after birth, ‘

3.  how long the drug will sppear in the mother's breast milk.
4. the date the FDA first relessed or approved the product for n:xarkeﬁng- i

5. the date the information in the package insert was last reviewed and
approved by the FDA.

S

* 1f the drug has been approved by the FDA for use in pregnancy, parturitivn and/or lactation
the section of the packefll insert entifled "Indications” should contain a statement:
"This drug has been approved by the FDA for use during
bl

(pregnancy, partuvition and/or lactation
. described in the gection concerned with

(pregnancy, parturition and/or lactation)

ERIC 7Y

Aruitoxt provided by Eic:




76
6. the peferences on the clinical researgh which ti:e manufacturer
submitted to the FDA to support the manufacturer's contentions

of safety,

7. A statement "This drug has not been approved by the FDA for use
in pregnancy, parturition and/or lactation. ", when that i8 the case.

The package insert should inform the physician and, in turn, the

mother if‘there is 2 possibility that the drug will:

1. slow maternal respiration

g

2, slow fetal breathing movements J
3. alter maternal heart rate

4. alter the fetal heart rate patterns

5. lower the mother's blood pressure

6. slow gastro-intestinal functioning

7. slow the transfer of oxygen from the mother's bloodstream to that
of her unborn infant.

8. alter the other blood gases in the fetus and newborn infant

9. alter neuronal maturation, cell differentiation, cell migration and
dendritic arborization in the brain of the fetus and newborn infant.

10. cause uterine contractions to become incoordinated and, in turn, slow
the progress of labor,

11. increase the need for uterine stimulants during labor and delivery.

12. inhibit the mother's gag reflex and therefore increase the possibility
of aspiration of vomitus.

13. Increase the possibility that funda! pressure, episiotomy, forceps
extraction, vacuum extraction or cesarean section will be needed to
facilitate delivery.

ERIC
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14. necessitate the need for electronic or ultrasonic fetal monitoring.

The package insert must inform the physician and, in turn, the mother

if use of the drug increases the possibility that-

1. the infant's time to sustained respiration will be delayed

2. theinfant may r&;uire resuscitation

3. the thermoregulation of the infant will be adversely affected
4. the brain wave patterns of the fetus and infant will be altered

S. the visual and auditory responses of the newborn infant will be
inhibited : °

6. the infant's suckling will be incoordinate.

The packige insert should also state whether the drug increases the

possibility that the mother will sustain:

1. temporary or permanent bowel incontinence or urinarv incontinence /

o

neurologic shut down

3. loss of perinecal sensation, or any other temporary or permanent
disability

The FDA states in jts gmdelines, General Considerations for the

Clinical Evaluation of Drugs in Infants and Children, that the "higher

risk potential inherent in (newborn infants) dietates the most substantial

evidence of-bencfit to be derived from the use of a new drug'.. The women's

§i
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health movement believes that this same caution applies to old drugs,

currently being used in obstetrics — none of which have been proven safe

for the unborn child and most of which have never been approved by the FDA

for use in pregnancy or obatetrics. (According to Dr. Martha Freeman,

Assistant to the Associate Director for New Prug Evaluation, only

those rirugs which contain a specific indication for pregnancy or obstetric use
unc . the section "Indications" of the package insert, have been approved

for that use by the FDA. We have been able to identify only nine such drugs).
The guidelines go on to say that ""Evaluation at delivery usually detects

only gross anatomical malformations. "

If the FDA is to fulfili its charge as public protector then the Agency
must require that all investigators use as the control group an adequate
number of healthy unmedicated motl;ers and their offspring to serve as a
baseline against which to measure subtle, as well as gross deviations from

normal newborn infant behavior and response and later development.

It 1s not in the interests of the unborn infant to depend on electronic
fetal monitoring alone to evaluate the effect of obstetric drugs on the 1nfant.
FDA officers have recently cautioned:

"Increasing concern has arisen regarding the fetal safety

of wadely used diagnostic ultrasound in obstetrics. Animal
studies have been reported to reveal delayed neuromuscular
development, altered emotionai behavior, EEG changes,
anomalies and decreased survival. Genetic alterations have

also been demonstrated in 1n-vitro systems. "

ERIC
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For more detailed information regarding FDA's position on ultrasound
. u<eqd 1n obstetrics see "Diagnostic Ultrasound Equipment", Federal Register,

Part IIl, February 13, 1979,

Amniotomy (the artificial rupture of membranes) which is frequently
carried out in order to screw the mo electrodes into‘the fetal acalp
i3 31 procedure which has been shown by Caldeyro rcia, Gabbe and others

to increase the risk of umbilical cord compression,| cord p\ru(apse. and

\
inc reased pressure on the fetal bran. Amniotom& causes th/ﬂ.' baby's head,
s
ratior than the intact 1mniotic wedge, to perve as\a batigfing ram to open

\_/
‘up the birth canal,
{ recently attended the Tokyo Congress of the International Federation
of Gyrecologists and Obstetricians, The research data presented by
Doctors Caldeyro-Rarcia, Flynn and otheTs demons* o‘cd that merely

confining a mother to bed during labor tends to si;.nificaraly:

(3) prolong labor (by 2} heurs)

{b) increase the mother’s need for pain relieving drgs and uterine
stimulunts

() ncrease the need for forceps extraction of the infant

{4

in¢ rease the 1ncidence of abnormal fetal heart rates and poor Apgar
scores tn the necnate

Research by Hoult demonstrated a 5-fo’4 greater incidence of forceps
dehivery among women who are administe red epidural anesthesia an? thei
permitting the epidural to wear off during the end of the first stage of labor
did not significantly improve the incidence of spontaneous birth,

‘

O
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Drugs are frequently used as a substitute for quality care because
health professionals have been led to belleve that the drugs actually protect

the fetal brain from damage.

The research by Myers, while interesting, cannot be used to justify
obstetric medication as bepéficial to the fetus. Myers' extensive review of
the literature describes the many studies carried out in monkeys which
demonstr.te .hat when a wild monkey, experiencing contractions, is
purposely frightened and inflicted with pain, the adrenal medulla of the monkey
produces an excess of hormones called atecholamines. The catecholami. 8
and sympathetic nerve reaction cause the blood vessels of the uterus to
constrict, causing hypoxia (oxygen deprivation) in the fetus. The authors’

are careful to point out that this cause and effect has not been shown to be

and effect had not been shown to occur in tame monkeys who were ~ ~customed

to human contact. The cautious reader will discern from the Myers review

and from the research of others working in that area of research, the very

important fact that the discomfort and intermittent pain of undrugged labor

and birth have not been shown to cause an increase in maternal catecholamines

nor a sympathetic nerve reaction sufficient to cause hypoxia in the human fetus.

We do not contend that drugs should be denied women during labor and
birth. We do contend that women have a right to know, and the physician has
a legal obligation to inform the mother, of the risks involved in obstetric-

l ’ true in humans. Unfortunately, the authors did not mention that such cause
related drugs.
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OBSTETRIC OUTCOME AT THE NORTH CENTRAL BRONX HOSPITAL
NEW YORK CITY¥

It is appropriate to this discussion to describe the obstetric service of N
- the North Central Bronx Hospital because it is a so-called "city hospital”
)
serving one of the more sociologically depressed areas of New York —

probably a more depressed area than any found in Washington, Chicago or

The mothers cared for at North Central Bronx ° ,pital are primaily
4
black and Hispanic, with a smattering of whites, Thrty p@bem (30%" of
f
the mothers are clearly medically high-risk. An additioral equal percentage

of mothers would probably be considered "at-risk" in most institutions.

|

|

l

|

|

Detroit.
The care of mothers who are high-risk and at-risk 1s provided by

midwives and essentially 18 the same as that care provided to low-risk mothers

unless there 1s a medical 1ndication for intervention, If an infant is

anticipated to be sick, premature, small-for-dates etc. , a third year

pediatric resident and a resident assistant 1s present for the deliverv. “A

neonitologist 1s availavble at all times, -

Seventy percent (70%) of the mothers receive no drugs during labor and
delivery,  Strong emotional support by both the mother's chosen companions
and the midwifery staff, and ambulation of the patient during the first stage

of labor signifi~antly reduces the need for drugs,
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A review of the records of approximately 2,608 births carried out during

1979 at,}he North Central Bronx Hospital reveals the following enviable statistics-

* Approximately 90% of the deliveries were normal, spontaneous vaginal
deliveries (without fundal pressure).

*  93% of the infants ove} 1,000 grams had Apgar scores of 7 or ahove at 1
minute of life, and at 5 minutes the rate was 98.3%.

*  The incidence of instrumental delivery was 2.34%: low-forceps 1.57%,
mid-forceps 0.5%; vacuum extractor 0.15%. &

* The neonatal mortality rate among infants 1, 00¢ grams or over was 4.2
per 1,000; at 750 grams or over it was 7.6.

v
*  The perinatal mortality rate amqng infants 750 grams or over was 14.5.
(Statistics pot available for l,oo(\grams +).

*  The overall Cesarean section rate was 9.0% (7% primary and 2% repeat)

*  All mothers who had experienced a previous Cesarean section were allow d
to experience spontaneous labor. Of these, 37% gave birth vaginally.

*  There were no elective inductions of labor.

*  Uterine stimulants sich as oxytocin, were employed in only 3% of mothers’
labors and only whern there was a mpdical indication.

*  Great care is taken by the midwives to avoid the inadvertent or intentional
ruptuie of the mother's membranes during internal examinations of the
mother during labor. :

" *  Vaginal examinations are kept to a minimum during labor in order to avoid
causing the mother unnecessary discomfort, to avoid the inadvertent
rupture of the mother's membranes, and to avoird an increased likelihood
of maternal infection.

* Fewer than 50% of mothers (including the 30% who were high-risk) were
monitored electronically. Many of the mothers are monitored only
intermittently in order to mimmize the fetus's exposure to the potential
ris"s of ultrasound.

ERIC Sh
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\\ *  Mothers who are not high-risk are allowed to eat and drink during labor.
This practice has not resulted 1n a single case of aspiration of vomitus in
the two years since the institution of the practice.

*  The mother's pelvis and perineum are not "prepp(;d" (shaved and washed
with an antiseptic solutton), Enemas are pot given.
L]
*  Throughout their labor and birth mothers are accompanied by one or two
companions of their choosing. . |

*  64% of the mothers gave birth.in their labor beds 1n the labor rocoms.
21% gave birth in their labor beds which had been moved to the delivery
room because of an indication that the mother might need an assisted
delivery or that the assistance of a pediatrician might be required. 1In
only 15% of births were mothers moved to the delivery table for birth,

*  85% of mothers gave birth in the semi-sitting position without stirrups.

*  Almost half (45%) of the mothers gave birth over an intact perineum.
Episiotomy was performed in only 26% of births. 26% of the mothers
experienced 1st or 2nd degree tears. Most 1st degree tears did not
require sutures and all healed without complication.

*  Premature and small-for-dates infants are delivered over an intact
pertneum if there {s sufficient stretch to the perincum to avoid trauma
to the fetal head.

Experience gained 1n the obstetric service of the North Central Bronx
Hospital demcnstrates that including in the investigation of a drug a control
group comprised of low-risk; At-risk and high-risk mothers who received no

,drug‘s whatsoever during iabor and delivery, is pot oniy essential to the proper - —

evaluation of the drug's effects on the mother and her infant but also appears

to be, 1n general, 1in their best interests,

ERIC 5,
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Mr Haire Despite cur repeated requests that the FDA establish
a multidisciplined Perinatal Drug Advisory Committee, the agency
has refused on the grounds that there were insufficient funds
Neither the FDA's Fertity and Maternal Health Drugs nor the
Anesthetic and Life Support Drug Advisory Committees has the
necessary expertise to evaluate the effects of obstetric drugs on the
subsequent development of the expused offspring No behavioral
scientists regularly attend their meetmgs

For years the FDA has taken the illogical position that 1t 'gall
right to give childbearing women drugs which have not ﬁa
proven safe for the unborn infant but not all right to carry out a
followup on the exposed infants in order to det rmine the latent
etfects of those drugs on the offspring. For years i hgve been trying
to figure out how they can justify this position

Understandably, neither the FDA nor obstetricians can be ex-
pected to be eager to have the latent effects of obstetric drugs on
the exposed offspring carefully examined by behavioral scientists.
Scientists who apply to the various Federal agencies for funding of
such research huve consistently had the research approved but
unfunded. That 1s a standard type of approval It is a way of
camouflaging disapproval

Scientists tend to accept rejection of such research proposals
without complaint. since to raise the ire of the Federdigrant givers
may result in subsequert rejections for future, less threatening

" research proposals.

If respected scientists do manage to secure tunding to investigate
the latent effects of obstetric-related drugs on the offspring, it is
extremely difficult. and at times impossible. to get their research
published Needless to say. medical journals are reluctant to pub-
lish research which points a finger at members of the profession.

The research by Drs. Brackbill and Broman. which has demon-
strated that obstetric drugs can adversely affect the subsequent
development of the offspring is still being withheld from the public
more than 2 vears after it should have been released by the Na-
tional Institute of Neurclogical and Communicative Disorders and
Stroke The Brackbill-Broman study might never have been com-
pleted had 1t not been fo: women in the hedlth movement who
pressed NINCDS to process the data on obstetric drugs.

Several years ago I questioned the NINCDS office responsible for
the collaborative perinatal program as to why no effort had been
made to investigate the effects of obstetric drugs on the subsequent
physical and neurological development of the exposed offspring, |
was told that such an evaluation would cost $350,000 and was
considered not worth the money. I'suggested that in hght of the
%150 milhons already spent on the pr\ue ct the additional sum cou’4
be justified

There are | million children and youths {1 out of every 101 in the
United States so severely neurclogically or emotionally handi-
capped that they require special education and traiming The ma-
jority of impaired children. including those with cerebral palsy,
were born within the normal range of gestational age and birth
weight There 1s a tremendous amount of research funding of
programs that are looking into prematurity, fow birth weight, and
other high-risk conditions

55
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Yet. in reviewing the annual reports of the varioks Federal
agencles concdrned with maternal and child health we could tind
no record of well-controlled research being tunded which invest-
gated the delaved, long-term effects of obstetric-related drugs on

. the subsequent neurologic development of the expoSed offspring It
almost appears as 1f the Washington agencies are hesitant to find
research which examines the etfects of obstetric drugs on the neu-
rological development in the offspring because they are afraid of

. what they might find )

The former chairman of the American’ Academy of Pediatrics’
Committee on Fetus and Newborn, who was asked by the academy .
to comment on the General Accounting Office’s 1979 report on the
FDA, made a statement which he ater was unable to support with
~cientific documentation. His undocumented ~tatement read “Ma-
ternal apprehension and pain can have a serious effect on the
fetus, 1n thesce cases, medication tor%am relief 15 essential ™

The reluctance of mary pedatricians to call attention to the
deficit of research and to caution women about the inherent risks
of drugs offered to them by their obstetritrans may be due, 1n part,
to the fact that most pediairicians depend on obstetricians to refer
newhorn infants as new patients A constant flow of new patients
Is necessary to maintain a pediatric practice. since older teenage
patients move on to other physiwcians

A ~econd reason for this reluctance to caution women about the
inherent risk of obstetric drugs may be the fact that pediatricians
also prescribe drugs for children which have not been approved by
the FDA as safe for that use I regret to sav the women’s health
movement has begun to feel that pediatricians are guilty by si-
lence There 1s a great amount of antagonism toward obstetricians
by women today 1 think if pediatricians continue to be so quiet
knowing what they know, that this antagonism will spread

The FDA Consumer magazine prepared und published by the
FDA, frequently withholds from the pubhc information on the
serous side effects. rnisks, and pertinent areas of uncertainty re-
garding the drugs and devices discussed in articles which appear 1n
that publication Two recent articles which discussed drugs used in
pregnancy and obstetrics suggested that the effect of a drug on the
fetus and newborn wus primarily associated with the quantity of
the drug and the frequency of admimistration

You will see trom my paper “Physiochemical Factors and the
Pharmacokinetics of Obstetrics Related Drugs” which was pre-
. pared with the help of Drs Sumner Yaffe and Santord Cohen and

which I submit for the record. that there are several tactors which
can affect the way a drug taken by or admimistered te a pregnant
or parturient voman can affect the immediate well heing and the

. long-term development of the child

{The material reterred to follows !

S

-
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PHYSIOCHEMICAL FXCTORS AND THE PHARMACOKINETICS OF
OBSTETRIC RELATED DRUGS

The effects of a drug or medication taken by or administered to a pregnant or .
parturient woman on the immediate well-being and long-term development of

the child exposed to the drug in utero can be affected by several physiochemical,
pharmacodynamic factors. Some of these factors are:

(a) the size of the pregnant or parturient woman

(b) the condition of the pregnant or parturient woman - whether she 15 anemic
or diabetic, is deficient in protein, has hiver or kidney damage, inlerited
a metabolic disorder or enzyme deficiency, etc,

(c) the condition of the fetus - whether he is premature or has been under-
nourished in utero, has inherited a metabolic disorder or enzyme
deficiency, 18 subject to Rh incompatibility, etc.

() whether it is a single or multiple pregnancy

(e)  the condition of the placenta - aging characteristics, pathology, size,
perfusion rate and amount, etc,

(f) the time the drug is taken or administered relative tc conception, fetal
developnh}nt, labor or birth

) (8) the quantity of the drug ingested or admimstered and whether it {s given 1n
single or repeated doses

(b) the route of administration of the drug

(I) the absorphbon charactenstics of the drug

g) the distribution of the « ug within the mother, placenta, amrotic fluid
and fetus

(k) the rate of placenta\l d:.:us510n of the drug and the maternal-fetal ratio
reached ‘

()  the rate amd ability of metabolism and excretion of the drug by the mother

(m) the rate and ability of metabolism and excretion of the drug by the fetus and .
the rate at which the drug is returned to the mother

(n) the pH (acid -base balance) of the fetal-placental-maternal system

.
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Physiochemical factors and the pharmacokinetics of obstetric related drugs (cont.)
‘.

&
&

(o) the concentration of the drug or its metabolites left within the circulation
and tissues of the infant when he is detached from his mother's circulatory
system at birth

(P) the rate and ability of metabolism and excretion of the drug by the newborn
infant as affected by environmental factors such as temperature, nursery
procedures, drugs administered postnatally, etc.

When one considers the difficulty of predicting the effects of a single drug on
fgtal metabolism, distribution, retention and excretion, it becomes readily
apparent that it is almost impossible to predict the effects of combination drugs
on the child exposed to the drugs in utero.

Prepared by Doris Haire, President, American Foundation for Maternal and Child Health;
Chair, Committee on Health Law and Regulation of the
National Women's Health Network

In addition to a drug's direct action on the mother and fetus,
there 1s the risk of the drug acting synergistically with other drugs
and obstetric stresses, increasing the drug’s adverse effects on the
fetus and newborn.

Because of our past ignorance drugs have become the primary

. treatment, rather than the backup treatment for alleviating the
mother’s discomfort or pain during labor and birth.

As mentioned earlier, several research programs have shown
that encouraging the mother to walk, stand, and sit during labor
tends to reduce the expectant mothers’s need for drugs. In the
majority of cases, ambulation has been shown to reduce the moth-
er's discomfort or pain, reduce her need for uterine stimulants,
lessen the likehood of abnormai fetal heart rates, shorten labor,
reduce the need for forceps extraction, and improve the status of
the infant at birth. Despite these findings the majority of women in
the U.S. are still confined to bed during labor, administered drugs,
and hooked up to a fetal monitor. None of these practices has been
shown to be in the best interests of the vast majority of women and
their infants.

Such persistence in continuing the practice of rou inely drugging
women 1n labor is made all the more irresponsible by the fact that
no one knows the delayed, long-term effects on the ‘child of ruptur-
ng the mother's membranes, a procedure which'is required in
order to screw the monitoring electrodes into the baby’s scalp. 1

\ emphasize the word “screw” because health professionals often tell
the mother that the electrode will be “attached” without explain-
ing how the electrode 1s attached. I sometimes feel we should ask
those doctors who minimize the discomfort such an electrode can
cause the infant to sit for their boards with a monitor screwed into
their scalps.

A
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Nor do we know the long-term effects of irradiating the fetus
with diagnostic levels of ultrasound used in fetal 1ma/gf3/r¢y’@ono-

N

gram) and for monitoring the fetal heart rate

Research in animals indicates that rupturing the mother's mem-
branes in order to screw the electrodes nto the fetal scalp in-
creases the likelithood of umbilical cord compression and subse-
quent fetal hypoxia The FDA has expressed 1ts concern to health
professionals that animal studies have been reported to reveal that
diagnostic levels of ultrasound cause a delay in neuromuscular
development. altered emotional behavior, EEG changes, anomalies
and decreased survival N

Yet the FDA has not made a significant effort to call this
information to the public’s attention or, more importantly, to re-
quire manufacturers of electronic fetal monitoring devices to pro-
vide prospective: mothers with printed information which advises
the mother of these findings. To my knowledge, Roche, which
produces one of the monitors, 1s the only company that has a
statement that says the long-term effeets of this practice of ultra
sound are unknown It is in small print and in the back of the
booklet We feel FDA should require all monitoring device compa-
nies to provide the patient with a package insert or information
leaflet that talks about the possible long-term effects or at least
taiks about the risks of uncertainty .

We do not know'whether ultrasound will be the DES of the next
generation It will take at least 20 years before we know. The effect
of ultrasound on the gva of the female offspring will take even
longer to ascertain

Women have a right to know and the FDA has an obligation to
advise the public that there are inherent risks to the use of obste-
tric drugs and devices even though they are approved for that use
and regulated by the FDA It 1s the position of the National
Women's Health Network that if a Federal agency approves a drug
or device as safe for use in obstetrics without requiring the manu-
tacturer to provide the prospective mother with printed
information which includes a discussion of the immediate risks and
the areas of uncertainty regarding the product’s delayed. long-term
effects on the exposed offspring, then the Federal Government
must also be held responsible for the care and compensation of
those individuals injured or harmed by that drug o~ 'evice s

The National Women's Health Network has several suggestions
tor legislation which would improve the performance of the FDA
and other Federal agencies responsible for various aspects of ma-
ternal and child health We submit the following recommendations
as part ¢f our statement hefore thishearing.

Mr. Gore Withour objection we will include those recommenda-
tions in the record ar this point

iThe information fellows |
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) LEGISLATIVE RECOMMENDATIONS OF THE

. NATIONAL WOMEN'S HEALTH NETWORK

1. Mike the FDA and its procedures and policies more open and

. accountable to the public. (Such opennecss and accountability

has been rccommended by the HEW Review Fanel on New Drug
Fvaluatior 1n 1977, the U. S. General fccounting Office 1n 1979,

‘ and the Joint Commission on Preseription Drug Use in 198C.5

2. Require paticnt package inserts (or drug information leaflets)

for all d ugs. (The exclusion of certain drugs from the require-

ments should not be the prerogative of the FDAL)

3. Require the manufacturer of an FD.\-regulated drug to-

(3y File wath the FDA all adversc drug reaction inquiries, as well

as reports, received from health professionals and consumcers;

(b)y Carry nut a systematic, long-term follow -up of individuals

exposed to the drug,

(c) Institute a system of peniodic review of drug effects once the

drug is on the marh 't
(dy Accurately report his findings to the FDA.

4. HRequire the FDA to

(3) List in the drug’s package insert and any patient information

leaflets the name and address of the FDA division regulating

v

oo

that specaific drug;

LRIC 93
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(b) Include the following cautionary statements when such statements

apply to a particular drug:,

No well-controlled, long-term follow-up has beerr carried out

on individuals exposed ip utero to the effects of this drug. There
may be delayed, long-term, adverse effects on subsequent physieal, .
neurological, and mental development which cannot be determined
at this time.

Phystclans are not required to report an adverse drug reaction to
the FDA; therefore, there is no way of determining the exact rate
of adverse drug reactions to this drug when used in non-research
obstetric care.

Since even the short-term direct and indirect effects of this drug
vary with the individual physiology of each mother and her unborn
child, the term "overdose", as it,applies to the fetus, cannot be
defined for this drug.

(c) Establish an 800 telephone number which would allow the public
to regeive information as to how to submit a writtcn, adverse

reaction report to the FDA,

5. Create a National Commission on Maternal and Child Health,

to be headed by a behavioral scientist who is knowledgeable in
i
the areas of neurologic dysfunction, obstetrics, newborn care,

and human development. In addition to health professionals

with a wide range of expertise, a balance of knowledgeable

consumer representatives should serve on the commission.

6. Rcquire all hospitals receiving Federal funds of any kind to:

(@) Use a nationally uniform birth record, developed by the UL S,

Department of Health and Human Services, which can br keyed

to the child's education and death records. Such records,

ERIC 94
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devoid of the patient's name, shall become available to the

Decpartment for research purposes.

(b) Institute a Drug Utilization Review Committee to audit the

. use of drugs.

7. Create and fund a new Collaborative Perinatal Study.

This study%\ould be carried out in a relatively short period ‘

of time (one month) to insure an entusiasin for accurate
record-keeping and should be under the direction of the

Nation Commission for Maternal and Child Health (as earlier
described). To avoid the major flaw of the earlier Collabora- -
tive Perinatal Project (1959-1965) the study should include a
control group of‘ hea.lth)i. unmedicated mothers and their offspring
to serve as a baseline ggainst which to measure deviations in

human behavior and defelopment.

/

8. Require all states receiving Federal monies for health care

services to have a law or regulation which:

a) Requires hospitals to preserve the mother's complete

I medical records with those of the newborn infant until

i that child reaches the age of 24, or older, and to make

these records available to those ir. the behavioral,
. health, and education sciences authorized by the mother

to review the records;

ERIC - 95
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b) Prowvides fo)- patient access to their own hospital medical

records af{d the right to copy their recerds for a
P
reasonable fee. Nineteen (19) states currently have

such laws (see attached chart).

c) Assure the patient’s right to informed consent, as has

been done by New York State (see attached Public Health

Law 2503). e

9, Establish a Division of Midwifery within the Department of Health

and Human Services for the purposes of facilitating the expansion

of midwifc Ty services in the U, S., monitoring the education
t
and care ,-rovided by licensed and certified nurse-midwives,

and monitoring the education and care provided by the rapidly

increasing number of lay midwives in the U. S.

-

10. Require that each state receiving Fedc. al monies for health

care services have legislation mandating direct third-party

] payment for obstetric services provided by midwives

qualifigd to practice by national certification, state licensure,
or local authority. The chgr:ﬂ government has set a
precedent by providing direct third-party payment to qualified
midwives in its Civilian Health and Medfcal Program of the

Uniformed Services (CHAMPUS), Regulation 6010. 8-R.

ERIC
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11. Require all states receiving Federal mon&és/tor health care

services to have a s.atute which would require hospitals with

obstetric units te vruvide staff privileges to all midwives ]

qualified to practice by npational ccrt.iﬁcaﬂon. state licensure,
! or local authority,. and to providc thc same obstctnc ba.ck~up .

Y
prcscnﬁy provided for obqtctnc; rcsidcnts and junlor staﬁ

Such a statute would reduce the mumber of women secking obstet- N -

3\ 1 .~ R . o
care from lay r{udwivcs unqualified to pyovide such care.
——r s -

o, '

12.  Protect those health professiopals and employees of Federal

health care facilitics wh report injurious or poicntially {njurious
’ . 5 ~ -
care, abondonment, a.nd/ox,ov'erchai'ges. or who refuse to witness

a Sraudulcm consent form from dlsmizma] or pthgr pcna]tics meted : -

~

out by the cmploycr or the facil\lty in which thcy pracﬁce.

I .. - . « ) »

13.  Require™al Federal agencies to hold open public meetings twice _

yc:\rllv, with time allotted for public questions and comments; this
N

would go far to red 'ce gome of the waste in x:cscarcb fundmg-gpd .

»”

bring F‘cdcral‘ rcscarch fundin® morc in hine with public concerns. -
& . . . ,
- » * 1 .
Many of the above recommendations regarding the FDA appear

[y

in the brief I submitted to the FDA ip 1973, a coby of which Fsubmit -

.
- 4 ‘,“

for the record.  Inthat brief i document the FDA's ability to correct

mmtny shorteomings wrthout the need for new lemslation.

.

Q ‘ﬂsnf.e o ~‘82 -7 J9 -4 -
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STATE OF_NEW YORK
. \ 4 ) .

IN ASSEMBLY
”‘ June 12, 1978 o

lnuodurld by CO\IMI'I'I'EF ON RULFES—(at request of M of A Butler)—
read once and rrlcrred o the Committee on Health

" AN ACT té amend the public health iaw, In relation to fumishirig Information

to an oxpodant mother with respect to drugs to bo usod by the amndm;
nurse- mldwlh

} The People ef the State of New York, nprumlfd in Senatr onil Aucmbly do
enact de follows \ '

Section 1 Seetion twenty-five hundred three of the public,hcalth law, as
added by aenate bill no 8164, relating ‘o furnishihg drug information 10
expretant mothers, i hereby amended 0 read as follows

§ 2503 Drug information to be furmished expectant mothers The ph,ncun -

or nurse.midutfe 10 be 1n attendance st the birth of a ¢hild shall inform the .
expectant mother, in advance of the bitth, of the drigs that sich physician or )
nurse-midunfe expects Lo empm durning prrgnnqc_y and of the obstetncal and
otheg drugs that such physicith or nurse-midunfe expectd o employ at barth and
of the powible effects of auch drugs on the child and mother.

§ 2 Thia act shali take : {fect on the same date as anate bill no "8154,
relating o furnishing drug information to expectant «nothers p o

~ . " . . '
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Ms® HaIRe. Theve are several things we would like to see come
from this hearing. First patient package inserts for all obstetric
related drugs. In the'package inserts we would like to see that each
drug 1s identified as hAving been,approved or not approved for use
“in obstetrics by FDA. The FDA ‘has-bégun to categorize drugs
according to fetal risk as 1h Pregrtancy Category A, B, D, C, and X.
None of the categories, .including category A, assures safety for the
exposed offsprifig Category B is particularly m@¥eading because no
one can tell from that designation whether or not .well-controlled
studies 1n humang have shown noadverse effects . the offsgring. |
called Dr. Millstein, head of FDA's New Drug Labeling,.and asked
him if he could tell me from a drug’s designation as Pregnancy
Category B whether well-controlled human studies have begn car-

ried out to eyaluate the safety of the drug in regard to_the off- N

spring. He said no.

We would like to see that every-wom#® is taught the i;npdrtancé .

of asking her-obstetrician and her pediatrician for a copy of the
packgge insert of all drugs prescribed for her and the members of
her family and reading the package insert, especially the “Indica-
tions” section, before fhe drug is taken. Such precaution should be-
observed by the-publicjin general but it particularly important fer
pregnant women a reast-feeding mothers. This does not mean
that the pregnant woman shoould necessarily refuse to take a drug
that has not been approved by the FDA for that use. My report,
- “"How the FDA Determines the ‘Safety’ in Drugs—Just How Safe-Is
‘Safe’?” which I completed” in preparation for this hearing, repre-
sents more than a decade of, proBing and observations. ’

In 1973 I presented a brief to the FDA entitled "‘Proposals for_
Improveyl Protection of the Unbern Child.” Many of the recommen:
dations shat 1 have made in my presentation today came directly
from that 1973 brief. Most of the reqommendations I have made do
not require legislation. They really just take a new direction on the
part of FDA AVith his wife as a health eduéator I think Dr./Hayes
has an understanding of what I am talking about. [ hopé to see
that changes are made within the FDA. I would like to work with
FDA, not against it. | have made every effort to do so and hope to
do so in the future .

[The brief referred to follows']
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P‘roponlc for Improved Protection of the Unborn Child .
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The Q. A, Drugs and the Childbearing Woman >

-
The U. 5. Food and Drug Administration (FDA) has falled to use its gtatutory
suthority to adequately protect the American consumer, and in particular the un-

born ‘i:h.ﬂd. from the possible adverse effects of FDA nm:t(oned1 or appr(;vedz

drugs. v ‘

‘

By failing to use lu,statutory authority the FDA has allowed millions 6f

N

. LI

childbearing women god their unborn children to be expoced to prescription and =
non-prescription drugs, chemicals and devices which the FDA haa sanctioned or

°  approved for use or sale without requh:l'z the manufacturrs to show proof that
their products will ... adversely affect the physical, ;eumlogical and mental
devélopment ;I the ynborn child and future adult. While the FDA hag met the
sapecific requirement of the law that the proposea product must mt;et the claims
of the mabufachirer, the FDA has not gone beyond t.hn's‘to inquire as to matters
-not covered by the basic clmms‘ol' the manufacturer. Evidently the FDA has
limited it5 concern to the short term ;H'ectl of the product, and primarily the

. effects on the mother glone, even though it is evident from numerous studies that

the unborn child may be affected, both short term and long term, by the product,

ll?or purposes of thig paper a "sanctioned” drug or device is one which the FDA
cleared for sale or use prior to the 1962 amendments to the Food, Drnig and
Cosmetics Act (the Act), U,S.C.A. Sec. 301 et seq. Clearance by the FDA
of such prodncts required little more than & filing of a registration statement,
followed by a waiting period. If no objections -were brought against the use of
the product during the waiting period the FDA approved or sanctioned the pro-
" siuct for sale or use, essentially on the basis of relative safety,

’ ’For purposes of this pnper an "approved” drug or device is one which the FDA
= approved for ssle or use after the 1962 amendments to the Act for effectiveness,
as well as ulgty. based on premarket determinations offered by the magufacturer.

-

‘

1

' \)
A Text provided b e . . .
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Not only has the FDA approved unpx-oven3 druge, chemicals and devices for *

. lise‘t;y'iaregnant, parturient and Mclating women, but the FDA has compounded

thisproblem by (ailing to req all manufacturers to adequately warn the physiclans

‘and/or users; ¥ia package insert sheets, promotional material, adveﬂilfn‘\med\l

.~ . -

and such pharmacologic guides as the Physicians Desk Reference (PDR) when their. .

-products have not been proven safe for the unborn child,

The fact that the FDA has no official pharma.&dogic guide guch as the PDR,

Modern Dyug Encyclopedia, etc., which would offer ushiased information regard-

ing drugs and devices, is a detriment to the American consumer. For example,

maay pot.ent‘ially dangerous drugs, such as spartein sulfate, a drug used to initiate

or stimulate labor, are not listed in \\e PDR, a commonly used information re-
" == s
source for health professionals,

Congreds has granted the F DA various powers woder the 1938 Food, Drug
and Cosmetics Act‘ (the Act) a'id its subseguent amendments to protect the

public. ‘These powers include:

*’  The power to police the contents of drug labeling, locluding

.
v

" package inserts. 5

-%

B

3Fo’r pﬁrposes of.this paper an "unproven' drug or deviée is one which iseuncuonod
or approved by the FDA but one which has not been proven safe as to its lohg term
effects on the dcvelopqaen’t of the child.
e §

4U.5.C. A, Sec. 301 et seq.
‘Batt sec. 502, 21 U, S.CoA. Sec. 352. The Act exdmits dispensation to the patient
of prescription drugs from many of the labeling rcquirements, Sec, 503(p). 21
U.8.C.A. Sec. 353(b), but the*provisions of Sec. 705(b), 21 U.S.C.A. Sec. 375(),
“concerning dissemination of emergency information, seem to overcome this exemp-
tion in many-circumatances, as will be discussed throughout this paper.

¢ )

.

~ +
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. Pregnant, parturient angd lactating women, ‘
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. The power to police and set standards for the co ts of drug

:dvetﬁsing.6

~ . .

. The power o cause dissemination of information to the public in
. ~
order to prevept imminent dangers to the public health and gross

deception of the cousumex‘.7 * ’ .

/ N . . ’ _—
It is our.view that the genegal public has been and is being deceived as to

the safety of drugs without adequate knowledge of the possible hazards inhet ent - ~
. . - L. TN -

o drugs apd devices now sanctioned or approved for sale or use by the FDA by -

’ ~

.

»
.

With regard to drugs introduced since May 1, 1963, the eﬁecflv;e date of -* -

.

. 8 . )
the 1962 amendments to the Act . the FDA has additional powers goncerning Bth -

- ‘
- e

» . - ‘

Act Sec. 502(n), 21 U.S,C. A, Sec. 352(n). It should be noted that the FDA may
also require preclearance of adverusmg in extra-ordinary circumstances.

Act. Sec, 705(b). 21 U.5.C.A. Sec. 375(). W ta clear that this provismn can
used tp overcome many of the provisions discussed in note (2), supra, The
FDA itself has defined an imminent danger to theé piblic health-
* m(a) Within the meaning™of the ...Act...an imminent hazard to
the public health is considered to exist when the evidence is sufficient
&0 show that a product or practice§f posing a significant threat of danger
to health, creates a public heallh situation (1) that should be correctad
immediately to prevent injury and (2) that should not be permitted to con- .
tinue while a hearing or other formal proceeding 18 being held, The "im- .
minent hazard" may be declared at any point in the chain of events which
may ultimately result in harm to the public health, The occurrence of
the final anticipated injury is not essential to establish that an "imminent ™~ .
hazard" of suf:h occurrence ofists." .
"() .in exercising \ns judgment on whether an "imminent bazard"
exists, the Commission will consider the numbes of injuties anticipated
and the nature, severity and duraijon of the anticipated injury,” (21 CFR
Sec. 3.73), 4 ' i
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pre nnd post markehng togting and the dlssemmation of information, 'Unfortunadly
Q.he vaat malorﬁy of d=fgs nnd devices employgd in the cate of pregnant, parturient

—_— \lnd hctadng women were "sancti‘oned\ for sale or ise prior to the 15%2 amendment

lnd were nat subject to the prvsent FDA atandards. , v ’
- _ -
M ) — o
- While we realizeéhe past contribution of the FDA e are disturbed by the

fact that evenrour present reg\llations allew masswe‘ur\moliwred experlment.ahon
k3 . - . M g

L
» N . "y .
* «+ with human lives,and mental potgutial whych is net ovenlzéhﬂ)é'&-% t/ﬁe Nuremberg

- - . * -
Code.10 The uniaformed general public is being used t6 estahlish the long term ol
[ N -

T
. safét'y of a‘répct. cather than uging a limited number of subjepts who are fully
- - . e - .

/ aware that the fong terta offects of the product under investigahon are unknown,

. ® - .

sFurthermore the pubhc is being used in this way without scientifically valid se-

quentia® evaluations of the children.exposed tp the d"uge, =0 that it {'s doubtful )
p

that useful,informatign will ever eme_rge frox} such "expe?menta".
- N .
s L .
The FDA has fatled 1 1t8 chirge to protect the American consumer and the
& . - N -
nnborn child in deveral ways . -
i R

1. The FDA does not now, nor has it ever reqmred clinical proof that a
\ drug or devige offergd for by pregnant or:ftunentwomen is safe |
as to its short term and 1 g, term eﬂ‘ ts an physical, nquro]oglcal

.JsAct Sec. 505 21 U.S. C A, Sec, 355 governs the approval and marketing of
‘few drugs.

1°n.- Nuremberg Code specifies that the expenmenta] subjecf a\)ou!d be lnforqu

}o! "g}] 1nconvenieqces and hazards reasonably to be expected; & the effects upon
his health or person which may posslbly comk from his participdtion in the ex-

periment. " . . AN .
.. » =
- . \ . - N e
/ LT
3 e , -
- " ¢
) A \]
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n&d faental’developmeat of the fetus or child before the FDA sanctivns
+ . . .
. -
or approves the product for sale or generrl use by childbearing women.
. . - B
- - . *

> The FDA preseatly 'requlres pre-clinical nniﬁul testing b'efor; approvh'lg f

¢

vew druga. Such testing roust "give proper x{ttenlion. to the cor;dluo.nu of

use recommended in the proposed labeling such as, Tor example, walher

L » -
. the drug is...to be used in.,.pregnant women or women of chlldl‘)eu-lng

_‘ + A\l
pot.eriual.)'“ Since there 18 no animal which duplicates bumsn physiology, *
.« .. . T ’ \
~, tegts ou animals (or aborted Tethses) cahnot be'accepted as "conclusive
evidence" of the)short term and long term eﬂecu ofa drug or devlci on
L]
»

the child. (Tbosex drugs sanctioned by the FDA for markeung or use prlor
’ . to.1963 were not evew subject tomthis llmited t.esting.) P
’ - ’ L. .
. 2) ' Except in the ar;a of appr‘ovec‘ netv druga, where 'such action is mandated '
by statu(en, the ¥DA does not require th;t the manufacturer carry out

. systema:.ic fglldw-\up information-gathering in grder/to evaluate the long-

“term effec?!a of dl’ugs.l-3 i SN .

3. Tbe FDA rmit manufacturers to issue information in the package inseit
/The FDA germity ?

» sheels \vhlch is obsolete and to \gaa lang’uage whlcb is frequently evasive and

,‘ . N 0‘ S “a
23 C{ R. 130.4(d).. ;s . , .
2A¢t Se.ca. 505(e). 5050). 21 U.5.C. A. Secs..355(e), 3550). -

13"'_g Buday, The Paclggg Insbrt: Sum_Tﬁ:zmce1 Style and Synthesisas 2 ood.
Drug & Cosmetic L.J. 547 {1968); Simmons, FDA Looks At The Package
-t Insert, 27 Food, Drug & Cosmetic L.J, 117 (1972)
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often misleading in describing the knowa hazards lnd possibte complications

~ -

i 4. By oot requiriog a manufacturer of a drug or device to include a clear

. : r

-

’ such taformatos {0‘the case of prescription drugs, !5 the FDA has allowed

v

‘ the FDA.

* 5. The FDA does nqt require the manufacturer to wara the user of the more

obtuse but p'értitut facts about agiven medication and its effect on ine

L2

- - b » .
- to speed up labor, &et, research by Caldeyro-Barcia, Presidedt Elect of
* : .

which can result from the use of the drug or dence

has beeP provéd saf.e for the unbora child, smce(

warnt‘xg that yroducf sold over-ﬂle-?uuter has not been provean gafe

¥ 1 -
. for the unbora ;lnld, 2nd by not usiog its emergency powers to provide
1

the manufacturer to delude the consumer into assuming that.the product

has been approved by

fetus winuever admu;:xal.ered Lo the pregunaut or parlunent womaa,

N example, drug ihducgd uterine inertia may precipitate the feed for arfoio-

7

tomy, a proce&ure whereby the amaiotic membranes are tuptured in order

. directs il.

»

IRIC g
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148&).(: Simmoans, supra-at 121. He
.. Commissigoer of the National Res

the fina] report of the
rch Council's Drug fficieaey Study, which
cites biased, out-of-date, and unfactual material in package inserts as well as
i vague, insufficient and 1rgelevant infoxmation, saying much of it would not have
. withstood facy review at the tume it was written.

. l&wer the-counter drugs are reqyired to bear adequate directions fof use, i.e.

2 <. directions as to how a drug can be used safely, 21 C.F.R, 1, 106(:2. Under
this directive many such drugs bear warnings to pregnant women but do not

. necessarily waro of possible dangers to the unbora child, unless the FDA has.

- ‘sp directed. Prescripfion drugs bear no 'such warning unless the-physician

i
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'
the Intercrtional Federation of Gynecologists and Gustetricians, tnd his

co-workers indicates that rupturing the amniotic sac may, in itself, create
huudfto the uobora child. 16

Xyloc:ine. aod other similar drugs, when used as regional snesthesia tend

.

e

to {mmobilize the lower portion of the m' .er's body, which in turn, increases

» - ¢ .
the ltkelibood that the normal prgresc of labof, will be slowel, spontaneous birth

way be inhibited, and that birth must be assisted by fundal p}essure or forceps R

extraction — procedures which can in themselves be zardous to the child. Yet

when one reads the package insert sheet to such warnings are evident.

6. The FDA's inaction has further allowed the manufactu-ét to mislead the
physician and the user by permitting the omission of cautionary statements

. 17
from promotional material and reminder advertisements.

As a consequence of the FDA'S inaction health pmfesslonais and parents have
tended to grow c;dmplacent about the use of medications by obstetric pdtients, As
a result Iew American bables are products of a drug-free biologically normal preg-
nzy and birth, Because of the FDA's failure to act millions of American unborn
children have been exposed to drugs in utero whi~h have been sanctioned or approved
by the FDA — nausea remedies, diuretics, laxatives, appetite suppressants, anti-
spasmatics, labor st‘imulan!a, sedatives, tranquilizers, muscle relaxants, ai'nne-

*
siacs, parcotics, analgesics, regional anesthesias and inhalation anesthesias —

lsAl..habe, O., Aranburu, G,, Schwarcz, R. and Caldeyro-Barcia, R,: "Influence
of the Rupture of Membranes on Compression of the Fetal Head During Labor".
Scientific Publication No. 185, World Health Organization 1969.

1731 ¢.F.R. 1.105(€) @2)(1).
»

. S I
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pode of which have been proved safe for the ur;born child. There is now evidence
that many of these drugs can bring about deviations or modifications inthe behavior
) . . 18
s and response of pewborn‘infants which may pgrsist 3 to 5 days or even longer.

. L el -
The long term implications of these deviations are Waknown. ’

American unborn and newborn infants are routinely subjected o obstetric
*

medltzﬁons and consequent procedures that wou!d appall midwives and ob'st.etriciml
. serving in such high-risk maternﬂy facilities as the UniVersity Hospital in Amst:erdam. ‘ ‘
* In this teaching facility, where approximately (;ne in every three obstem.c patiénts

is of non-Dutch'deacent, pvery effox"t is made to nvo.xd pharml{cologic intervention

in the normal process of labor and birth, Strong emphasis is plac.ed on pre;;aleng
expectant mothers to\cope with the childbearing experience. Parturient women s
are encouraged and strohgly supported 1n a way that they nced little or no medica-
tion, The Dutch avoidance of intervention in the normal process of parturition may
well be reflected if the fagt that the inci’:lence of resuscifation (oxygenation, assisted
ventilation, iu‘tubation) in this lugh-risk ;nstitution is approximately one in every

400 births — a record unmatched by any American hospital. ,In less high-risk,

Dutch maternity facilities 1070 births may occur without the need for resuscitation,

While European obstetricians and midwives grow concerned if the hands and
feet of a newborn infant fail to "pink-up" within a minute or two after birth, in .

contrast, blue-tinged hands and feet at one hour, and even onemy of life are so .
- ’ LN
commonplace among American newborn infants that such a condition i8 now accepted

i .
.

18Col:eu. S. and' Olson, W.: "Drugs Which Depress the Newborn*', Pediatric Clinics
of M, A., 17:835-850, 1970.
Bowes, W,, Brackbill, Y., Conway, E. and Steinschneider, A,: "The Effects of
Obstetrical Medication on Fetus and Infant'!, Mono. Soc. Research ( iild. Devel, <
" No, 137- Vol. 35, June 1970.

-
”
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as normal. Those who cite our air conditioned delivery roome as the cause of the
r

o °t -

. Lz A » .
newborn's blued tinged extrémities have probakiy never experienced the chill of & -

)

.

typical, lofty ceilinged Euyopean maternity facility.

-

. 9
a What is the significance of these diffe es in fnfant outcome befween the

. ) / . -
United State and other developed countries? We do not knovy, but the stat?stlca

, indicate a need to reevaluate our entire perinafsl ‘care program and l.n particular,

N .ok . ‘ » . .
" ®ur présent practices regarding drugs aod the ckidbearing woman. .

According tg Jerold Luéy, M.D., former Chairman of the Committee on
Fetus and Newborn of the American Academy of Pediatrics: "Many of our accepted

I
practices are not supported by scientific rgse?.rch and ‘appear to be rooted more
LY

in hospital and medical tradition Ulal.l l%‘man x:«hysiology".19

& ’

Can we justify leaving any stone unturned when the latest available statistics
P Pl . -

indicate that: . : .
: . v - »
T There are 15 developed countries whose rates of infant mortality

.

’ !
are less than that of the United States. . \ -

s .

. The United States now leads all*developed countries in the rate of v

N \
infant deaths resulting from birtlf injury and respiratory distress.

* The United States and Canada, Whose obstetrical care is similar to/oqr
own, pow leads all developed countries in the incidence of infant deaths

in the first day of life. 2t

.

B

"l’-‘rom Foreword to Haire, D.B.: "The Cultural Warping of Childirth", Interna-
tional Chjldbirth Education Association News, Spring 1972.

A Y

O
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While ouf fncidence of infant death is a source of deep concern, it is short-

sighted to evnlll‘ate a system of care only on the number of newborn iniants who

.

survive ofssuccumb, For every newboru infant who dies oL birtb injury 0. re-

.. - .

] ) s

. Spiratory distress there are likely to be hundreds who survive -such trauma only

to be damaged, Reputable United States health agencies estimate that:
- g '

o
1. . There are 6 millicn retarded child»en and ddults under the age
. '

. .
{ of 65 in the United States l&x\hy, with an anticipated increase of ¢

te .
' 100, 000 to 200, 000 this year.

t

2, One in every 33 children born today in the United States will

¢ eventually be diagoséd as regarded. \

.
.

-2

. rad

3. One in every 6 children shows evidence of positive or borderline
-

.

mjipimal brain dysfunchon — an estimated total of 7 1/2 milhon

- . children.

. “ i

4, The number of hyper‘acnve children in the *'nited States who requ’nre

treatment or special care is growing to,staggering proportions —-.

»

- N 35, 000 in the city of Los Angeles alone.
! ,

5. Three quarters of a million American®children are under psychian;lc:

. treau;nent ~ a 63% increase in such children MMen the years 1965
and 1971, (These ﬁg‘nres 8o not include the number of private pa-
tients and other children who did not visit hospitals or established

* ment1l health centers.)

E

§

While genetica, ’heredlty and nutrition have long be:.u recognized as aftecm;g

. mental potential, it is becoming jncra;slugly apparent that ebstetrical drugs can *
- .

1 .

/

112 -
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also affect the mental development' f the child and futdire adult.

-

§
.

i ' . There is ho d‘oubt thatl'a.dverse socpoeconomlc conditions contrlbutivo our
-/-i;ﬁgh lncl.dence of tnfant mortality and morbidity, but social pathology has bepome
- B . .
the scapegoat for those Mould‘prefer to bury theﬁiheads in the sand like the
! pmve;'bill ostrich, igr.xoring ;h: fac.:t that therg are still a significant pmpo;'t'ion

e

_. of perinatal deaths and damaget children pfnong infants who are‘full size, full

. 20 .
term and from middle class home¥. The incidence of regded, brain damaged
A A

or dysfunctional &hildren cuts through every stratum of our society.

A -
h “ )

-

- ’\ Recent evaluations suggest that transient oxygen tpleﬁhn in utero and at =
/

v - - \
. . birth may havé life-long adverse'effects on the developing child and, fuky.e.adult.
* In a refrospective survey of the health histories of 1000 children with learni .
? disabihties, cyanosis at irth, of sufficient degree Yo require resuscitative mea-
- . B N - .

sures, was found to be the secondmost common fackor (Complicated Delivety" °

. . . 21 ’
was first] in the health }"e:tory of the children studied,  Such a retrospective
study, whil€ fyought with inadequacies, points to the fact that we canoot afford to
~ . . *

Yo be complacent ut the frequent need far resuscitation at birth or secondary de-

r

pression so frequeéntly seen in American newborn infants 30 to 60, minutes after
. -
5 .

a yaedicated birth, -

&
s

. A Y
In his comprehensive review of the literature, "Dru‘és which Depress u,;. *
24 — . -
- Newborn", Cohen cites the works of Stechler:'Borgstedt and Kron and stat.e’,

-

. 3.

L

N 2°Gr}enwalﬂ, P.: "Perinatal Death of Full Size and Full Term Infants", Am.
J. Cbstet. Gynec., 107:1022-30, 1970 \ -
21|~lol!ma>n, M.S.: "Early Indications of Learning Problems”, Academi¢ Therapy,

VI 1, 1971, .
B \ . = ]

Elillc(as-mz o - ;: -8 : " ‘: 1 «lf(j_ )
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"These reports indicate that the behavior of infants born to mothers
\wbo receive. drugs during labor is differest from the behavior of in-
> . " .
fants whose mothers receive (less or) no'drugs. They provide no

. dats about loug/Term effectd 3f these early drug-related bebavioral

dm&n-nces. ..we remain ignorant of the possible long-term effects
t

As new techniques become available for testing the effects of obstetric
s °

drugs and procedures on the fetus and infant it becomes increasingly apparent

- R -

. .
from the evidepce gained therefrom that we can no longer rely on the Apgar . >

Score or on,clinical observation alone to' demonatrate the safety of a gives pi-o-
1
re or drug. An infant may show no signs of respiratory distress and score

well oo the Apgar Score, while a more s;xentiﬁc evaluation of the infdnt's con-

"dition may indicate lingeriqg signs of oxygen deprivation‘in utero aud/or altera-

\

- / o
tions in the functioning of the central tervous system,
- f \}

We do not know the“degree of oxygen depletion an unborn or newborMnf/ant

P

. ¥
can tolerate before he gustadins pe?’nment Lrain damage or dysfunction, or.dea;hf
\ .

yot drugs which are k'iown to ihcrease the incidence of maternal hypotension and

fetal bradycardia — conditions associated with oxygen depletion in the fetus — are
] [ 4

. .t 22
»,  of drugs fipoo the growth sind development of the child. * .

:_.,.' [ R .

"

frequently acministered to parturiest women in the U, S, without their being mate .

»

sware of the possible hizards or the alternative therapy. 5

-

- N [N .
Damage to the fetal central nervous “system resaltigg from oxygen sepleﬁon

) .
Lot '

Y ‘

of N._ A., 17:835-850, 1970,

¢

"22Cohen/ 8. and Olson. W.: vDrugs Which Depues the Newborn" Pediatric Clinlcs
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duriog labor and birth may be more subtle and far-reaching than was once assrrned

In & prospective study of stk- year-olds who had expenenced varying degreeyt

asphyxia at birth Ucko noted that those children who experienced asphyxia of “

. sulficient degree lo require resuseit’atxon, although n'ormal io manner under ordinary
1 > ~

wnditio‘ﬁs, demonstrated significantly more behavioral disturbances whetf faced with

.7 23
a stressful situation than did the matched ‘coh&'row.

‘ - > . rfew techmques for evaluating 'the effe?ts of ;\epen;:line‘on the newborn infant’
indicate that as gmall :ﬂosa.g;level as 50 milligrams of meperidine'can (‘:ause T
;n?asural;le' deviati%s ™ normal newborn 1nfant response.24 There 1§ no scienti-!
fically controlled research which vindicates these deviations as being without harm-
ful sequelae. The shfety of meperidine bas nevet been e'stablgshed and there are : .

-

, bow data to cause concern about its frequent obstetric use.

: s

F -

125

Research being carried out by Brackbill“? mndicates Qwat (a) obstetgical drigs
A\

/do a.ffect infant functioning adversely and 10 proportion to dosage, (b) that the ad'-

»
verse effeets of drugs are not transient, and {c) that differcnt levels of functioning

K )

are differently affected by obstetrical drugs, Those fuacticns mo)st‘ vulnerable to

* medicatton‘effects are also those most clearl_v’related‘to later cognitive functioning,

We do not know the long term etfeéts on the child of fundal pressure, -forceps

: -~
compression of the fetal head and trachon on the fetal spinal column, and yet
-

)

23 A Comparative Study of Asphyxiated and Non-Asphyxiated Boys from

Develop. Med. Child. Neurol,, 7-643-657, 1965.

Ucko, .-
Birth to Five Years'.
""Metabolites of Meperidine Related-to Fetal Depression*,
115-1132-1137. 1973.

Mornsen, J. et al-
-t

2 : H
§Brackbm Y.. et al "Chbstetrica) Premedication and Infant Outcome" 1o Press,
Am.’J. Obstet. Gyoec,, 1973. ° . .
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to increase the incidence of prolonged labofand obstetrical jntervention.

Nor do we know the long term effects on the neurological and mental de-

velopment of the child of chemically initiatiog or stimulatiog labor. Those who

a
would justify the elective use of labor stimulants on the grounds that the electronic

monitor will identify deviations in norinal fetal physiology should be reminded of
7
or alerted to the fact that we do not know the ,Iong term effects of electrouic fetal

Imonltorln( on_the development of the child, and that therefore the device should

c;nly be uded when medically lndlcated, L}

. - ]

Recen;t ehd’ence lnd}catea that perinatal dagage re’sumng from drugs pre-
scribed for or administered to preguant,- parturient or lactating women may not
become ewvident fox: many years, For example, the r;'xak:rnal use of diethylstil-

+ bestrol, hk’en.bkobstetric patients to forestall premature labor, hae been noted

to contribute to, or increase, the incidence of adenocarcinoma in subsequent

live-born female offspring many years later. It has been estimated that diethyl-

stilbestro!l was prescribed for approximately one miilion pregnant women during .

the period 1960 to 1970, and that between 10, 000 to 15, 000 young women are

%

likely to be affected by the drug,

3

Nor do we know the possible’ long-term effett of administering d‘ethylstilbestrol

or other lactation suppressants to millions of American women imme .. 1 post-
partum in order to suppress lactat n, particularly since, according to a survey
of midwives serving clinic patients in New Yo’ City, ma‘xg of these mothers pro-

ceed to breast-feed their babies once they are home from the hospital and have
. a .

4

4 . .
American women are frequently administered drugs during labor which are known
‘ - ¢




. 1ig ‘
a )

more privacy. -

. - .
. -

We cannot look to the federally sponsored Collaborative Perinatal Study
. ' . [}
to gyide us to a safe form of analgesic or anesthetic agent for childbearing, for
the Collaborative Study did not include a sufficient control group of normal, unmedi-

cated mothers and their babies which could have served as a base line against which

to measure deviations 1n normal newborn 1nfant behavior and response. B

N

- -
If the American public is to be protected against a false assumption of
safety regarding drugs and devices used by pregoant, parturient and lactating
women, the FDA must require t'hal all manufacturprs {ncluding manufacturers of

pre-1963 drugs and devices submit scientific data which demonstrﬁes the long

4 .

[ term as well ag the short term safety ofltheh' product to the unbory child. Such
.evn'uations can be done and MUST be m;e. ‘Lhere 15 ng,reason’:o assume fqr
.
example that, because a drug,such as.mepenq:ne wis on the market prior to the
improved regulagons issued in 1962, it is, thercfore, harmless., It would‘ seem
only com sense that those drugs wh'ch are most Irequen!!y administered to

pregnant, parturient and lactatinﬁ\emen im the 1. 5. shogld be the first to be

. required to submit proof of safefy for the child as wgll as the mother.
/ R
' I view of the present lack of knowledge as to the effects of obstetrical

medication on the long term physical, neurnlogical and mental development of*

the child we strongly recommend that the FDA tak the following actions
~» .
¢ 1. The FDA should require that every manufacturer provide clinical
v L 4 .

data wiﬂch indicate that his product nr.drug is safe as to its effect

. . on the physical, neurological and mental development of the child
\
~y
before it is approved for sale or general use by childbearing womeén,

‘

‘ 3

L4 Ed
) . T
. \) ‘ . * . -
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L 3
- In view of the fact that there is b0 animal which dupfidates hum

pbystology, such tliaical proof is 'eggenutl. The FDA clearly ‘

bas statutory .{uthority in the area of approved pew 'dr'ugs. concerning
¢ ¢
which its statutory mandate is to set stand#irds for testing prior to -

-

4, *The FDA shouid require manufacturers of both FDA sanctioned and

approved drugs and devices te-carry (9 on-going follow-up information-

gathering and require g_wr&keeplngjnd réports of clinical experience

to the FDA in order to evaluate the long-term effects of sanctlnned

v and approved drugs. -7 -

4 : e

Act Sec, 505, 21 U.S.C.A. Sec. 355. It should be noted that the Act specifically
allows lnvestigational use of new drugs, prior to approval, but sets strict standards

fqQr their invgﬁgational ase; one such standard is that physician an fn-
formed consent froin his patient, Act Sec. 505(i), 21 . 955 (i}, Asthe
law now Stands, it'seems that a mother is pr o nt t« consent to pro-

cedures involving both herself and her unborn child, see, for exmple the abortion
cases, Roe v. Wade, 93 5.Ct. 705 (1873); Doe v. Boltoo, 93 8. Ct. 739 (1973), which
wwould imply this theory althapgh they do not state it. y

. o .

fRIC s

a

uw,26 to qupo;e and enforce such regulations.
X +
g 2,  The FDA should require that all investigations carried out t{)_ esta*slf
¢ the safety of a product include an informed control grou ma;ie up of
* an adeguate number of nopmal unmedicated mothers and their ol‘fsprigg
to serve as a base line against which to measure deviatious in normal
N A * pewborn infant behavior and response.
3( The FDA should impose a similar requirement for proof of short and - }> )
* lonz term safety for ;.he fetus and ncwborn infazt on all currently used
obstetrical drugs includiog drugs which were markete:d prior tc the
New Drug Act of 1962, - .
- ’ - ,

]
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‘ Such-action is now required by statuts for new drugs, 4 ‘Expanding

¢ ‘guch requiremeants to all drugs would.in effect be to consummate the
¥

proposal outlinkd in the previous paragraph, i.e. the FDA could use

its power to make maoufacturers of all drugs systamatically ;equlre

resuits of independent research and report them to the FDA.

.

5.  The FDA should require that package insert sheets and promotional

material for any d resently on the magket which has not been

\

priate boid type (10 point modern) wafning that these effects are un-

known,

6 The ¥DA should requirc the manufacturer,to clearly indicate in the

ingert sheet, labeling, etc. that it is impossible to predict what will * -

éonstltute an overdose to the fetus of a given medication or a combina-~

tion of drugs, because of the infinite variations in metabolism {n both
¥

mother and t'étus. =

With regard to the two prececing points (Nos. 5 & 6) the present FDA

regulation govermng package inserts reads in part as follows:

a -
"Labelfng on or within the package from which the drug is to be
dispensed bears adequate information’for i{g use, including indi- i
cations, effects, dosages, routines, methods, and frequency and

duration of administration, and any relevant rds, contraindi-
cations, sile’ effects, and precautions under %gactltionen
A4 /

27 .
Act Secs, 505(e). 505(), 21 U.5.C.A. Secs. 355(e), 355(j).

+

~
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. -

licensed by law to administer the'drug can use (h'e drug oﬁely and
for ihe purposes for which it le-adveitised or represented. .. "28

The FDA can simply issue an administrative {nterpretation of the word

i

“precautions”, atatipg that it requires that packsge insert sheets carry a‘warning )
* » .

such as the following: ‘ t '

7.

,” "When administered to or taken by a pregmant or childbearing
woman the effect of this drug on the subsequent pbysical, =,
neurological and mental development of the child is unknown.
Since even the short-term direct and indirect effects of this ~
drug vary with the individual physiology of edeh mother and

her unborn child, the term ‘overdbsage' as it ufplies to the
fetus cannot be .deﬂned for this drug," -

Y . -
The package insert sheet should also include the following additional

/s

wmi.&f if applicable; - . ’ R

of the existing rule is f6t some reason inappropriate, it Aould_use its clear statutory

L d

current one, stating that revelation of diréct and indirect side effects must inciude

b

N~
“The use. of this druf by childhearing wamen may slow the
transfer of-oxygen frdm the matefnal circulation to the fetus,

* may prolong labor and/or may inhibit spontgneous birth,
thereby increasing the likelihood that obstetrical interven- .
tion may become necessary.” .

N .
J ¥

A .
If, of course, the FDA feels that an administrative interpretation -

J )
authority over labeling 29 to promulgate a new regulation, or an amerdment to the

s

2821 C.F.R. 1.106() () ().

) 29,4 Sec. 502, 21 U.S.C.A. Sec. 352.
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. -disclosure of these posgible consequent effects of the products used. ~ . .
. . » -

>

N ’

8.  The FDA should reguirethe maoufacturer tc: include in the package
insert shebt and other labeling the average lapsed time between the E,

administration of the drug to the parturient woman and the uptake of ‘.

the drug by the fetal circulation and also the average time of immediate

" maXimum impact on the fetal physiology. The FDA authority to take
/N R

. this step is the same as 1o points 5 and 6 ahove. \
. : . .l e
3

. . - [

The following wording could be used:

e

v
s f

. . "The time lapse betwcen the administration of this drug to
* & pregnant or parturient woman and the uptake of the drug by
the fetal circulation, and the immediate maximum effect 6f *
» this drug on fctal physiology is relative to the dosage given :
and the route and method of ndministration, (As indhrated
aboves the dong term efiect of this drug on tle development ™~
of the child 1s unfnown, )"

v

¥ =
Recoramended ! Route of Admimstra- |Average Uptake Average Time of

v [+ Dosage 1 tiod to Mother by Fetal Circ. |[Immediate Max.
p - . - Impact on Fetal

. ' - Physiology

¥y - Intravenous Inject.
. Intramuscular Inject. 0
Intravenous Infusion
- ~_ 1 General Angsthesia
. Remonal Anesthesia
Epidural 4 5 - - ‘
i Pendural
. Saddle
! Spinal .
} Paracervical , .

: ' . —
9. The FDA should revoke the advertising exemption which it has granted,

under which *'reminder” s@vertising need not contain {nformation re-

lating to “gide effecls, cont;amdlcatlons and effectiveness.” The FDA




R
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should require that 8 warning Qr warnings similsr {6 those suggested
{n Points § and’6 be contained in all advertising for any drug currently
° on the market which has not been proved gafe as to its long-term
. ey
effects on the child.

The FDA's statutory mthor'lty to take such a step is clear and beyond

-~

" question; the Act grants the power to the FDA tc require that all drug
advertising. contain s "brief summary relating to side effects, contra-
. indicatiors, and effectiveness ag rec;ulred in the regullﬁ-om. w0
The current regulation exempts from the "brief summary" requirement

"Reminder advertisements if they contain only the proprietary
" or trade name of 8 drug...and, optionally, infermation relating
to dosage form, quantity of package contents, price, the name
and addreas of the manufacturer, packer or distributor or other
. written, printed or graphic matter containing m5g’rasmnﬂon -
or suggestion relating to the advertised drug..."

7\The‘bemgdon fe broad enough to vitiate effactive disclosure of side -,
[ 4

o

effects, contraindications, and effectiveness to the physician. {"J

. oo {
: - )
/</'- 10, The FDA should require that package irsert sheets and labeling be

reviewod and every two years and sqoner in
- v
:ﬁmﬂe‘l to accord with new information, 'Here again the FDA

clearly baw statutory authority under its pow;n eoncernl,ng lnbellngsz

' - and dissemination of infoymation, Knowledgeable consumer groups

abould be fnvited to participate in this updating process. 4

(30) Act bo:(n)(a). 21 U.B.C.A. bszm)(a). In this regard it should be noted that
while the Federal Trade Commission ("FTC") bas jurisdiction over falae adyer-
tising, 15 U.8.C.A. $45, the FDA has overlapping jurisdiction which, by agreement
with the FTC, glvea it primary responsibility for regulating prescription drug adver- .
tising and labeling. 36 Fed. Reg. 18, 539 (1971).

(31) 21 C.F.R. 1.105(e)(2)h). .

1
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This again can be done under the present power of the g‘mw

“oanse Wbe disseminsted information regarding drugs. .. in
situations ! wolving, in the opinion of the SBecretary (FDA),

/ imminent danger to the health or gross deception of the

mr"&” .

12. The FDA d move to sh an official FDA c
t= 18. The FDA should use its present powers, as it bas doos ip the case
Y of oral cout ves and & “br am
od ye information shest, written uge *

se.ded in 10 point modern which would include but not

33 Aot B, 502, 21 U.8.C.A. Sec. 352, .

>

33 Acg,Bec. 703, 21 U.8.C.A. Bec. 375 .

H nas n we ars in agresmett with Dr. Henry E. Simmons, former Director
of the Bu of Drugs of the FDA, who stuted that the majority of labels and package
inserts "fall in their primary purpose of providing the physician, and pharmacist,
with balanced authoratative and objective guides to prescribing or dispensing the
drugs in question.” Bimmons, supra, 119-120. N

35 ,ict Bec. 705, 21 U.8.C.A. Sec. 375.

. 31 C.F.R; 130.45.

~
123 ‘
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’ .
\ be limited to the warnings suggested in Points 5 and 6 above, if

applicable to the drug, be provided to the obstetric patient as far

jo advance of the administration of obstetrical drugs as possible,

n order that the patient's infurmed consent to the adrinistration

of the drug be obtained. The statutory authority for such action
again exists under the FDA's power to dis‘seminabe information in
situations endangering the public health or 1nvolving gross decepti‘on
of the conaumer.37 A copy of the oral contraceptwesﬁﬂg\!ide““es .
are appended to this paper as an example of how such a warnmg_

can be achieved. It should be noted that, as described above, the
potentia)l danger to the public healthfrom ot. strical medicationg

-

may be far greater than that from oral contraceptives.

-
1

- -~
37 pct Sec. 705, 21 U.5.C. A. Sec. 375,

r *
-
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/ * We apprectate the fact that to carry out our propossls it will e

research, but the alterdative is to co‘nunue

>

»
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¢

.

the pregent prac‘ice of using the |
- 4

ntall expensyqz .

general public and unborn children to establish the long term safety of a drug or
4

. $.
device, rather than limit the investigation to a sufficient number of informedsub>

ject's and normal unmedicated controls. Our present system may well be ff' more

costly in the long run than the cost of research which could be absorbed by the -

- mar;uhcmrer. -

-whose mothers were given dicthylstilbestrol in order to retain the pregnancy, i

evidepce that our present system is inadequiatedat best, and possibly the precipitator

]

- <

.

The recent tragic ﬂnémgs of adenocarcinoma in young girls and women,'

of future tragedy.

v

>

£

~ 1 .
The present state of laxity is not {iﬂgieu)t to understand. In the past, by

.

becessity, we have had to depend on relatively crude methods and techniques to

- .
evaluate the relative safety or hazards to the unborn ckhild of a given drug or device,

A

The Apgar Score, v’:ich has been invaluable in bringing attention to fhe newborn

{nfant's state of well-being.

terday or today have been unable to demonstrate adverse effects of a producs sanc-
- s
tioned or approved for sale or use by the FDA. As more sophisticated investigatory

techniques and methods become available the FDA must insist that manufhcturers

We must oot be misled into complacency because the methods employed yes-

3

1

infant, is « crude technique, by today's standards, for measuring the newborn

.

in order that the safety of their product (s) be r'emluated from time to time. :

ERIC
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continue to fund research, contracted out by the FDA or National Institute of Heal_:-_h.w
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INFORMED CONSENT

In this age of informed coasent, the obstetric patient has the right to be made
awarse of the possible haurds and potential dangers'to herself and to her unborn
child inberedt in drugs administered to her. Ic.leally, this lnforrrvion sh?uld reach
the mot?ber prior to her hospital confinement while ste still has tl;ne to prepgre
berself to ocope with the bm.b.experlence with a miniraum of or no me@tlon.

' Failure to provide the mother with this information 10 advance of her hospltaliu.uon
;lbmﬂd not, however, be uaeg as an excuse to depri;re her of this vital i rmation

before a drug is administered to her.

»
-

A oompettnt,&ult patient has always had tuc right to decide what shall be
. e

" done to his or ber body and is entitled to the spportunity to consent to medical
E]
treatment. Such consent is meaningless unless a patient knows of the risks and

side effects as well as the possible benefits involved in in such treatment. The
doctrine has bef?embraoed to at)east some degree in most United St;.te’s juris-

~

diction- 38 - .

<

"Recgnt juilicial decisions i the area of informed consent
bave imposgd an affirmative duty of disclosure upon physi-
“cians, whether or not the patient inquires as to specific

.

» .

38 5 laska(Ptrick v. Sedwick, 391 P, 2d 453 (1964)); Arizona (Shetter v. Rochelle,
\2 Ariz. App. 358, 409 P, 2d 74 (Ct. App. 1965)); California (Cobbs v. Graat,
104°Cal. Rptr. 605, 502 P. 2d 1 (1972)); Colorado (Mallet v, Pirkey, 466 P.
24466 (Colo. 1970) and Stauffer v. Karabin, 497 P, 2d §62 (Ct. App. 1971));

1

Delaware ' v, Preston, 53 Del. 539, 173 A, 2d 338 (1961)); District
of Colunbia v. Spence, 464 F, 2d 7724D.C. Cir. 1972)); Florida

@wer!v. Tal 459 So. 2d 888 (Ct. App. 1963); Russell v. Hardwick, 166
So. 2d 904 (Ct. A 1964), Ditlow v. Kaplan, 181 So, 2d 226 (Ct. App. 1965),
and others)} ii (Nishi v. Hartwell, 473 P. 2d 116 (Hawali, 1970)); Tilinois’ *
(Greep v. Hyssev, 127111, App. 174, 262 N.E, 2d 156 (Ct. App. 1970) );

ERIC
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, risks... (!‘)l’le number of cases in which the doctrine of informed _ 3‘) '

cousent has been asserted. .. s steadily increasing. 39

9 The Commiasion oca Malpractice of the Secretary of Health, Education and

Welfare, added that it found “that there is a gene ~a'ly reoégnlzed rightof a
- N .

. patient to be told about the danger inheYent in proe  3d medical treatment, 140

. Thus, the phy;icia.n is under )n increasing obliga ion to provide detailed,

aecurate information. Fortunately this obligation is gaining increasing recognition

- '

T
38 (Cont.) ~ . ‘ B
Iowa (Grosjean v, Spencer, 140 N.W, 2d 139\ ( s 1966%); ¥
Kansas (Havanson v, Kiine, 186 Kan. 393,5350 P. 24 109
1960),‘TeAearine denied 187 Kan. 185, 354 P. 2d 670
1960), Williams v, Menghan, 191 Kan, 6, 379 P. 2d 292
1963)§;"Michigaa (Rober.s v. Young, 369 Mich. 133, 119
N.W. 2d 627 (1963)); Minnesota (Bang v, Charles T, Miller,
. Hospital,-251 Minn, 427, 88 n.w.-zaﬁiee m‘;‘gp_—i‘——' Hissoury
! (FIIgcneIl v. Robincon, 23& S.H., 2d 11 (Mo.,1900) and Aiken
. v. Clary, 396 8.W. 20 6 Mo, 1965));-Montana (ColliRs v,
Itoh, 503 P.2d636 {Hont.°1972)); Nevada (Corn v. French,
\ TI Nev. 280, 284 P 24 1737 (1955)); New Jérsey (Kaplen v.
Harris, 96 N.J. Supr, 242, 232°A.2d 8B40 (A.D. 1 s New
Mexico (Woods w. Brumlop, 71 N.HM, 221, 377 P.2d 52 {1962));
New York (FiorentInc v, Lenger, 19 N.Y.2d U407,*280 N.Y.S.
24 373, 227 N.E. 295 3 North Carolina (Watson v, .
Clutts, 262 N.C, 153, 136 5.E. 24 617 (1964)); Oregon (Getchell
« v, Mansfield, 489 p. 24 353 (Ore.- 1971)); Pennsylvania (Gray '
v, Urunhagle, 423 Pa. 140, 223 4. 24 (1966)); Rhode IsIand
WiTKinson v. ]{ese%a 295 A, 2d 676 (R.I. 1?72) 3 South Dakota
ock V. McVeVy, 120 N.W. 2d4 808 ég.o. 196L)); "Texas (Wilson
v, Scott, BIZS.W, 2d 299 (Tex. 1 7)z; Vashington, Zebarth
. v, Swedish Hospital, 81 Wash. 24 12, 49
WyomIng (Govin v. Hunter, 374 P.2d 4

e

9 P. 24 1 (1972));
21(wyof 1962)§.9

¢ DePirtment of Health, Education and Welfare, 29 (1973),_
- Report of the Secretary's Commission on Medical Malpractice.

3

40 bid

B

~

.
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the medical profession itself, ) {
- . &
. ‘\ . N o -
. Although the law, as it has evolved thus far, has not dealt specifically with

. .
obstetrics and the:treatment of pregnant women, this area s pntentlal’y sne in

which {nfomed conseant law may develop considerably. There are serious risks,

s .
particularly to the unborn child, which usually are not disclosed to f-tients, parti-

-

~ %
cularly in the area of administraton of drugs to women during lgbor, birth and the

immediaté postpartum period. 1t 18 also an area in which many bospitals share
4 .
the risks and the responsibilities of the physieian, because hosbitat‘e.mployeesl-

routinely administer the drugs. , )

-

Inadequste package inserts increase the legal vulnerability of the physlclah

s

— F
41 L.
The standards relating to infc..ned consent are being upgraded by action of the

. medical community itself, The profession’'s most recent statement on informed
consent is contuived in the Patient's Biil of Rights, which was published by the
American Hospital Association on January 8, 1973. The relevant sections of
the document read as follows: !

. . "2, The patient has the*right io obtain from his physician
. complete current informhtion concerning his diagnosis, treat-
ment, and proguosis in terms the patient can be reasonably ex-
. pectad to understand. When it {s not medically advifable to give
- such informatiop to the patient, thé infoymation should be mede
available to an appropriate person in his behalf... P
"'3. The patient bas the right lo receive from his physici
* information necessary to give informed consent prior to the sn
- of any procedure /or treatment. Encept in emergencies, such
. information for informed consent, should include but not necessarily
be limited to the specific procedure and/or treatment, the medically
significant risks involve i, and the probable duration of incapacitation.
Where medically significunt alternatives for care or treatment exist,
or when the patient requests information goncerning medical alterna-
tives, the patient has the right to such information. The patient also
bas the right to know the name of ther person responsible for the pro-
- cedure and/cr treatment.

( "4, The patient har the right to refuse treatment to the extent
peijmme‘ by law, and to'be informed of the medical consequences
of his actiop. "

L

‘ - ./

o :
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. informed consent suits. Mzn 2 patient is ﬁwwhng. in lanzuaee
_the patient can understand, the posalhle{mmrds or_complicatiots which can re-

becmse they provide evigence of wlut :.phyulclan should know, Thus, it seems

cleu-ly ossentlal to  remove any "reminder" advertisement exemption and to, \

!ppr- stricter control of the oonténta of package {nserts and of testing, which

/ provides {nformaltion for {nserts. Such regulatory actions would create for the

[y

physician an opportunity, tnggb 2 uniform, coherent systent, to know what a

court or4ury might deern him reasonably obligated to know. 42

.
‘ -
.

More complete dissemihation of drug information to the public through a

patient's information sheet would provide a defense for the physician agaimst

-
sult from the use of a drug, the Pptient has the option of reading or igooring it.
. L)
8he may, of courre, seek further advice from her physician. but the physician
would have in the first instance, fulfilled his obligation of informing her by prcv\\ -

viding her with an FDA-approved summary. The patient will o longer be deluded
3

into thinking o risks are involved. “

. Y : :

.

s \ .
Health professionals who resist the concept of informed consent regarding
B R [

obstetrical medication, frequently warn that mothers will bé traumatized by a

*

R ¢ . .
Azms situation might arise outside the context of informed consent law as well.
There is some legal autbority viewing package inserts and similar manufac-
turer summariés as evidence of wh't a medical professional ghould know 1o
other situations. See, e.g. Monk v. Docior's Hospital, 403 F. 2d 580 (D.C.

Ciy. -1967); Nolan v, Dillon, 261 Md. 516, 276 A. 2d 36 (1971); Crouch v,
mnHNMJM%4MPZMwﬂwnwmﬂmemMMNL
128, 167 A. 2d 625 (1961); Julien v. Barker 75 1daho 413, 272 P. 2d 718
(1954); Meier v._Ross General Hosp., 71 Cal. Rpir. 903, 445 P. 2d 519 (A.D.
1968); Marchese v. Monaco, 52 N.J. Super. 474, 145 A, 2d 809 (A. D, 1958);

Salgo v. Leland Sgtlord Jr, Univ., 154 Cal. App. 2 d 560, 317 P, 2d 170

1es7). /

. : -
85-762 0 - 82 - 3
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drug-free labor angd birth. There is no reseaich which 'auppom this pren;lu. Nor

~» is there any evide}noc in suck 609ntrles as typ Netherlands or Sweden that a drug-
. [
free parturition will leave the mother traumatiged by the experience,

= a -

Offering the mother accdurate printed jnformation, written ip lay language, on
-

the relative conventenge and possible hazards of commbnly used obstetfical medi-

P2 .

cations add practices, prior to her confinement, may se2m a nuisance to the practi- .
-tioper, but informing the patient not only protects the hospital or professional from -

potential liability resulting from failure to obtain informed consent, but also per- -

-

mits the mother to sbare in the responsibility fo? her own well-being and that of

“ber child, Y

- -

Thig i6+also the era of increasing drug manﬁfactyrer lability for failure to
- - b

L
provide adequate warnings about the nahire and side effects of their products.
f, =
The FDA will %ot act against ﬁrug companies which comply y(h its regulations

-ndirequcsts for supplementary mformation. A number of recent ;aourt déclsiong, N
. i . .

* bowever, have imposed state tort liability on drug manufacturers for injuries to
+ .

patients which resulted wholly or in pi¥t fr8in what the courts have viewed as the T
. * * .

~ . v

n;u.nullcturers' failures to digemlna&e udeq;xfte warnings to physicians corcerning T . ‘r

s

their products despite comph: .ce i{lth FDA standards. 4® ™

- 7 ’

» ? 3 .
435cheneheck v. Sterling Drug, Inc, 423 F. 2d 919 (8th Cir. 1970); Basko v. Ste %Bg -
Drug, lnc. , 416 E. 2d 417 (2nd Cir.-1969); Kgsg]w v./Sterling Drugé Ine.. 41
Fs 2d 169 (5th Cir. 1969); Tinnerbolm v, Parke, Davis & Co,, 408 F. 2d 48 )
(2d Cir. 1969); Sttomsodt v, Parke, Davis & Co,, 411'F. 2d 1300, aff'ing 267 F. .
s Supp. 991 (D.N.D, 1966); Davis v. Wyeth ratories, 399 F, 2d 121 (3th Cir, -
1 1968); Yarrow v. Sterling Drug. luc,, 408 F. 2d 978 (8th. Gir, 1967), aff'ing 263
F. Supp. 159 (D.S.D. 1967); Sterling Drug, 1 B¢, V. Cornish,’37¢ F, 2d 82 (8th
Cir. 1967); Stevens v. Parke, Davis & Co,, 9 Cal, 3d , Cal. Rptr. 45, B
507 P. 2d.661 (1973); Incollingo v, Ewing, 444-Pa. 263, 282 A, 2d 206 (1971); , .

Bins v. Sterling Drug, Inc,, 422 5.W.-2d 603 (Mo. 1968); Krug v. Sterllng Drug, - .-
Inc,, 416 5. W. 2d 148 7)ot

- .

e
"

-

e »
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" of risks of which it could uot r_'e:;lsonably know,_ But at leage one‘eo‘urt has said : %
« . that the first case of a serious side-effect can:;;e reasonably foreseeable. 44
SOI;G courts take cogn}zance of the gpecial s.at:xs of presg-iptionhdrugs ﬂad the
.‘/ v Pbysi.chn's rele in their use and thus have distipguihed cases'disallowiné re-
covcries for allergit:‘i:actions for over-t-he-counter produ&s. imposing 2 -

stricter standard for prescription dl'ﬁgs.45

for example, the ‘follo:dng stﬁement is often quoted or paraphrased: 1 -

. P - ©
. and patients. Such standards might provide a legally cogmizable standard of
. P L *

. . e

No court has held that a’manufacturer can be held liable for failing tp warn\

s -
~

- - N

-

\ L]
r * . ' .
These courts emphatically are not impressed by FDA regulatory standgrds;

-

- * .

/ .
\

"Although all of the o rnment regulitions and requirements -
had been satisfactorily met in the production and marketing, ..,.
the standards promulgated were minimal. . ,'#%
N C ‘
In hght of this still relatively small but expanding body of law, it s¢emsto ° "

1
be {n the interest of the drug manufacturers to support stricter FDA standardg . -
3 - -~

for testing and fur the updating ang dissemination of information to both ph‘ysiciand",

*

conduct for dls,ispmmation of information which would help to insulate them against

state tort law liability, The current suits against drug companies are in many
L=

-

44

.

Xy

ERIC
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- -

-

. *8 Stromsodt v, Parke, Davis & Co.. 257 F. Supp. 991, 997 (D.N.D. 19€6}.

- v

Stromgodt v. Parke, Davig’t Co., 257 F. Supp. 991 (D.N.D. 1966). .
T !

.+ %8seee,g., Sterling Drug, Inc.v. Cormsh 370 F. '2d 82 (8¢h Cir. 1967); Bine

\ v. Sterling Drug, Inc,, 422 S, Wr'2d 603 (Mo, 1968); Krug v. Sterling Drug, .
Jnc, 416 5.W. 2d 143 (Mo.-1967). One cabe extended this warning requirement 7.
to the general public when a prescription polio vaccine was dispensed at maks

. . chnics, Ravis v. W Laboratories, Inc.4” 399 F. 2d°121 (9th Cir. 1968).

N +

-
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. . .
ways parallel to informed consent suits, @md-the same policy considerations and -
4 .

conccpts of p;tlents' rights apply. In this regard it should be noted that Iy ?mt}ler
thalidomide-type disaster octurred this time in the United States, it wouldsubject )
the manufacturers to extremely high monetary damages. It is generally.:acknowl-. s
'edgcd that the new drug Provisions were added to the Act in 1962 in orde. ‘o pre-

vent 2 thalidomide disaster, and it is clearly in the interests of*drug manufacturers,

-~

1
a8 well a8 the medical profession and the public, to insure that the FDA nses all of
its power, both under the ameéndments and the rest of the Act, to prevent such a

disastér from occurring,
*

Mr. Gore. Thank you very much. I hope you are pleasantly
surprised at the reaction of FDA to this hearing and subsequent
proceedings. I would direct the attention of the FDA to the state-
ment of the ranking minority member which appears in thé record
of this proceeding at the outset. There is a-bipartisan concern and
it is a matter that has festered for far too long and even those who
may take exception to some of the statements in your testimony
must concede that even from their point of view there is a great
deal of it that is right in the center of the bulls eye and it must be -
responded to. N

Before we go to questions I have the pleasure of calling upon our
colleague from New York, Jonathan Bingham. It has been my
experience as a new chairman of this subcommittee exploring
issues. of concern to the public that there have been many who
have preceded Mr. Shamansky and me in these areas and one such

ioneer in this area is Jonathan Bingham who has introduced
egislation long since. We will put the entire text of your statement
in the record and invite you to proceed with any or all of it as you
see fit. Welcome.

STATEMENT OF JONATHAN BINGHAM, A REPRESENTATIVE IN
’ CONGRESS FROM THE STATE OF NEW YORK

Mr. BinGgHAM. Thank you very much, Mr. Chairman and mem-
bers of the committee. It is a pleasure to appear before you and I
‘a rreciate the opportunity of doing so. I am ‘particularly glad to be
ag e to do so along with Mrs. Haire to whom we owe a very distinct
debt of gratitude for helping in the formulation of the legislation
that I have introduced both in this session of Congress and in the
past Congiess.

I have been interested in this subject for a long time and I
certainly want to salute you Mr. Chairman, for having these hear-
ings. 1 think.jt is a topic of enormous importance and one that has
not been Paid suffitient attention. It was first brought to my atten-
tion by a constituent of mine by the name of Estelle Cohen who
had the experience of having a child born in the course of artifi-
cially stimulated labor and that child has suffered brain dama%(e at
Ehe time and it has, the event has caused Mrs. Cohen to make kind

Q .

2 N -

132 - -




l

T o129

\ L
.

of a life work of trying to stimulate governmental action in this
field to see to it that such procedurds are not routinely followed,
the dangers are recognized and that many of the actjons that Mrs.
Haire has spoken of are taken I have appended to my testimony
an article from the Co-op City News which is published in m
congressional district describing Mrs. Cohen’s experietice in detail.
I hope that may be added to your record.

Mr. Gore. Without objection we will put that in and the text of

your bill, H.R. 138 into the record of this proceeding at the end of

your statement. .

Mr. BINGHAM I realize and I am sorry that it is a fact that that
bill has been referred to other committees in view of your interest I
wish it had been referred to this committee. .

Mr. Goge. I serve on the Energy and Commerce Committee also
so we- will be watching for it over there. '

Mr. BiNgHAM. | hope you will be able to pursue fthere. Let me
Just mention some of the main provisions of the bill. It would
under the Social Security Act require States t¢ provide women
access-to their obstetric medical records and current information
on obstetrical procedures. For example any health care practitioner
or provider of services to a woman during pregnancy would be
required to inform the worhan: -

Before performing the procedure or administering the drug or device of the side
effect risks, contraindications and effectiveness with respect to the health of the
woman and of her prospective children of the procedure of not performing the

procedure or administering the drug or device and of performing other medically
recognized procedyres .

In other s alternatives instead of the procedure, drug or
device, involved. And after being so informed would be “required to

-

.

receive the consent of the patient to the performance of the proce- .

dure.” That is the first gection. The second section would amend
the Federal Food and Drug and Cosmetic Act by requiring the
dissemination of information on the effects and risks of drugs and
devices on the héalth of women who are pregnant and in labor and
of prospective and developing children. Again to quote from the
bill, explanation would have to meet guidelines established by *he
Setretary would have to include an explanation of:

The side effects, risks, contraindications and effectiveness of the drug or device on

the heaith of women during pregnancy and parturation and on the health of
prospective and developing children

“The remaining section would call for a study by the Secretary of
Health and Humar Services on- the delayed .long-term effect on
child development of obstetrical drugs and procedures administered
to or used by women who are pregnant or in labor. Let me quote

from the bill again:

Q

ERIC

PAraiiron providod by exic [N

The study would need to determine long-term side effects. risks, contraindications
and effectiveness of the use of obstetrical drugs. devices and procedures with respect
to mater:ial health and child development including child development through the
age of seven years The study shalFbe developed and carried out 1n consultation
with behavioral psycholugists, pediatric neurologists, vbstetricians and other appro-
priate professionals and knowledge and consumer representatives whose expertise
would enhance the cdnduct of the study .

Again | want to say that we owe a great debt of grz;titude to Mrs.
Haire for the development of this legislation and I hope that with
these hearings of yours calling attention to the dangers here—and

133 .
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I am not going B go into that in further detail at this time because
I know that Mrs. Haire has covered that and prébably pther wit-
nesses will—I hope that this gommittee’ will be able to encourage
the passage of legislation not necessarily my bill but something
along these lines. Thank you very much, Mr. Chairman.

{The prepared statement of Representative Jonathan Bingham

follows:] > ' © -

{\
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HONORABLEJONATHAN BINGHAM _

b

. before the

LY
- 1)
TESTIMONY OF \
1

SUBCOMMITTEE ON INVESTIGATIONS ’AND OVERSIGHT
of the
HOUSE COMMITTEE ON SCIENCE AND TECHNOLOGY

JuLY 30, 1981

Lo

Mr. Chairmar/, Members of the Subcommittee: Thank you for the opportunity
to appur,béfore you today.,
The effect of prescription drugs on the fetus during pregnanty and

labor is something I have been concerned about for some time. The pussible
] . .
111 effacts of these drugs was first brought to my attention by a

constituent of mine ramed Estelle Cohen. Thirty years ago this month Mrs. .

Cohen's son Ben was born early because she was given an Injection of the

hormone drug, Pitocin, which artificially starts labor. Labor-stimulating

drugs such as Pitocin may cause brain damage in infants by sparking longer

andmore frequent uterine contraclt‘ions, thus decreasing the ability of

N -

the fetus to restore Hs’sup&l_y of needed ok'ygen. If the fetus is deprived
of oxygen long enough, brain damage can re;ult. Severe contractions may
also result in praﬁ damage to the Infant by causing cerebral hemorrhage
lg-lhe fetus. Mrs. Cohen hdd not sought t&ls ear.1y hirth. Ben was born
with bni‘n damage, and Mrs. Cohen is ruir‘?d every day of the hazardous

effects of the use of Pitocin. hd

L}

.
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With your permission, I am submitting for the record a copy of an
article which appeared in the Sept. 14, 1978 issue of the Co-Op City
News, published in my Congressional @istrict, ab,ut Mrs. Cohen's
a
experience. 1 hope each of you will read this tragic and moving story.
One cannot help but wonder how many other Ben’s there are.
In response to Mrs. Cohen's experience, and working with her and Mrs.
Doris Haire, who will testify here today, I iniroduced “The Obstetric
Care Information Act” in the last Congress. I Introduced it agaiz; in
this Congress and to date have 34 cosponsors.
‘This bill 1s an outgrowth of a New York State law, originally sponsored
by New York State Senator Abraham Bernstein, which requires that physicians
) or nurs\e-nidwives varn ex\pectant mothers ¢f possible harmful effects of
ob;tetric drugs ’on the mothers and their babies.
My bill would do three things: B
1. it would require States to provide women access to their obstetric
aedical records and current information on obstetrical procedures;
2. .4t would require the dissemination of information on the effects
and risks of drugs ?nd devices on the health of women who are
pregnant or in labor a_n‘d of prospective' and developing children; and
- 3. 1t would provide for a s»tudy on the dela):ed long-term effect on
child development of obstetrical drugs and procedures administered

“

to or used by women who are ﬁregnant or in labor.
I believe that passage of this bill would help to insure that women
would be able to make more informed decisions about the use of drugs ard

procedures during pregnancy and delivery, and could help prevent injury

to untold numbers of - infants.

O
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Our experience with the adverse effects of obstetric-

which often do not become apparent until long after the drugs } aus

legisiation which would help prevent these tragic oz~uYren ¢.

The pitlful”.and devastating ef ~cts of the use by mothers

drug diethyl<r{lbestrol - otuerwics knc.m

are well lmown. T have just mentioned the possible effect of Pitocin.
These are just two examples of the kinds of potenual‘ly harmful effects
the careless, uninformed, or misinformed use of drugs mav have.
The ‘act of the matter is that health profeasionals have 811 too little’

information on the hazards or potential hazards of the use of obstetric

drugs and procedures.
b

I call your attention to a report Yssued by the General Accountinj
Office on Sept. 24, 1979, entitled "Evalulting Benefits and Risks of
Obstelric Practices - More (bordinat‘ed }ederal and Private Efforts are
Needed”. This report confirms that, with few exceptions, drugs and procedures
ensployed in obstetric care have never been properly Ealuated and
found to be tn the best interest of mothers and their babies.

According to the U.S. Department of Education there are over four
million children and youth in thia country who are affiicted with signif icant
mental and neurologic dy 'nction. If four million chlldten‘had cancer
there would be an uproar, but for some re.son there seems to be the general

attitude that nothing can be done to prevent mental or neurological damage,

and little attention 1is focused on it.

It is tize to change that. Surely we do not’have to sit back and

let the nunbers increase. Sutely we should be more aggressive in our pursult

ERIC
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sdministered to the mothers, has mad: us more sensitive to the  .ed .

a5 D5 - on their offspring

related drugs,
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of answers to many presalng questions concerning drugs and their effects
on the fetus. ’

There is so much information that needs tc be developed and so many
questions that need to be answered, The future of our newborn may be
inadvertently altered for the worse in ways we have not yet begun to
comprehend. We must begin to take a systematic louk at this area.

I commend the Subcommittee for holding this hearing, and I urge you
to hold further hearings and cover more ground so that the effects of both
drugs and procedures can be xnvestxgat’ed. There are so many areas that
need to be explored. For example, tliere is an increasing use of caesarean
sectfon, Why? Does anyone really know what are the long-term effects
of routine electronic fetal monitoring? And what are the effects of the
use of medication to Yelieve labor pain? ‘The li“st of questions could go
on at length. '

Today t‘his Subcommittee will hear from people who are experts in
areas including obstetrig practices, pharmacology and bioethics. I hope
you‘ will carefully consider what you hear. Doris Haire, who has been trying
for years to call attention to the need for public discussion of rhese
matters, has a message of paramount importance,

Wfth your permission I would like to submit for the record a copy of

‘

my bill, afong with its cosponsors, and a brief list of sources of further
r
information on the subject of this hearing.
Again, thank youw for the opportunity to appear before you today.

Simply by holding this hearing ;-4 have made a significant contribution

to understanding a complex and vitally important area. But 1 hope it is

only a beginning, for there is so much more that needs to be done.

)
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Sources of further infombation on the subject of obstetric drugs and
procedures, to accompany Lhe testimony of Cong. Jonathan Bingham, July 30, 1981. *

.

L] .

w

"Obstetrical Practices in the United States, 1978, hearings before the
- . Subcommittee on Health and Scientific. Fesearch of the Cosmitree on Human
4 Resources, United States Senate, April 17, 1978

», +

! “tvdlusting Benefits d0d Risks of Obstetric Practices - lore Coordinated
Federal ’an* Private F8forts Needed”, Cuneral Accounti-g Oifice, HRD-79-85,
- Suptember 24, 1979. -

"A Review of Researih Litcrature and Federal Involvement Relat ing to Selectgd
1 Obstetric Practices', General Acccunting Office, HRD-79-85A, S¢ptember 24, 1979,

“Better Mandgement and More Recoulces Hieded to Strenpthen Federal Ffforts . ¥
to lmprove Pregnancy Ourcome', General Accounting Office, HRD-80-24,
January 21, 1980,

"Costs and Benefits of Electronic Fetal Monitoring A Review of the Ll{erature.";
Mattonal Center for Hcalth Services Research, U §. Department of Health,
- Educatiun and Welfare, Public Health Service.

“An Evaluation of Caccarcan Section in the t'nited States”, U'.§ Decpartamgt
of Health, Xducation and Welfare, June 1979 * ,
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Mr. Gore. Thank you very much and thanks for your work in
this area. I look forward to working with you. I was just talkin
with Mr. Grumbly, my staff director, about working with your sta
on this legislation. Perhaps we can make some progress with it at
the Energy and Commerce Committee and I look forward to work-
ing with you. .

r. BingHAM. Thank you very much.

Mr. Gore. Mr. Shamansky. .

I know you have another hearing going on so I would suggest if
{_ou have questions for Congressman Bingham that we take thosé

1rs ' ’
: r. SHAMANSKY. Congressman Bingham, have you had any
. response yet from the or the pharmaceutical industry or
organized medicine with respect to your goals?
r. BingHaM. Not any significant response. -

Mr. SHAMANSKY. You have just not heard from them.

Mr. BingHaM. That is right.

Mr. SHAMANSKY. Based on your previous experience do you have
any expectation of hearing from them?

.Mr. BincHam. No. I think both the industry and the profession-
als in this field and the Government agencies need the kind of
. stimulation that this hearing should provide. I do not think they
have paid enough attention to this problem.
’ Mr. SHAMANSKY. Do you consider this to be just a matter of
neglect? v
o~ r. BiNcHAM. Perhaps Mrs. Haire would know better than I
what the motivation is. Whether it is their concern with other
problems. It just has been difficult to get them to focus on this
problem.

Mr. SHaAMANsKY. Have you asked FDA directly yourself?

Mr. BINGHAM. Yes, we Kave.

Mr SHaMANskY. How would you characterize the response?

Mr. BincuaM. We heve not really had any satisfactory answer

: from them.
o \
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Mr. SHAMANSKY. Thank you, Mr. Bingham. L

Mr. Gore. Thank you very much. Mrs. Haire I see on your list of

drugs commonly used in obstetrics on page three Scopalamine. Is -
* that still used?

Ms. HaIre. Obstetricians will usually tell you that the drug is no

longer used, but nurses tell me, definitely, that it is being used. It
+ is something I think most hospitals are ashamed of, but, neverthe-
less, Scopalamine is-being used. .

Mr. Gore. When my wife and I attended to the birth of our first
child we went through the American Society of Psychoprophylaxis
and Obstetrics, or La Maze classés, and the effects of that medica-
tion were described as being.the woman continues to experience
the pain but her memory of it™# obliterated ‘afterwards. She is so
completely disoriented and so forth she cannot recall the pain. Is

“that a fair description of ihe bizarre effect of that drug?

Ms. HAIRE. That is the “desirable’ effect.

Mr. Gorg. That is what they want to-happeaq.

Ms. HAIRe. I think it is tragic that many wgmen miss the most
ego-building experience a woman could possibly have. The sad
thing is that many women must be treated by a psychotherapist

- after being administered Scopalamine during childbirth—because
the drug tends to cause nightmarish effects when the mother re-
flects on, her obstetric experience. For sorne women there is just
enough recall to produce psychological problems. There are now
psychotherapists in New York who deal only with women who
been traumatized by their childbirth experience.

Mr.vGom:. When did you first begin to work with FDA on these
issues’ . .

Ms. Haire. In 1969. Each year I have become more organized in
my efforts. In 1973 we hired a law firm, whose particular expertise
is the deciphering of Federal regulations, to examine those Feder
regulations which govern the FDA. We learned from the brief they
prepared for us that the vast m~iarity of the recommendations we
proposed to improve the FDA's evaluation and regulation of obster-
tric-rélated drugs could be accomplished by the FPA without any
additional legislation. That brief was the baisis for my first formal
presentation to the FDA in 1973.

Mr. Gore. -1969. .

Ms. HaIre. 1973. However, there was communication before that.,
time. ’

Mr. Gore. Let me recognize my colleague again, Mr. Shamansky.

Mr. SHaMANSKY. It is very difficult fer me to address you as Mrs."
Haire, so I will just say Doris. After 34-years that is the way it is
going to be today. Doris, on page 6 of your testimony you criticize
physicians for continuing to prescribe drugs~®ithout advising them
that the drugs have not been subjected to what you consider to be
proper studies. In your view what are the reasons for the physi-
cialnéa; reluctance, and do you consider any’ of these reasons to be

' valid? ° . .

Ms. Haire. The Women's Health Movement feels that some of
this is due to the paternal feelings of some male physicians who
genuinely care for women. Many say they do not want to bother
women with all the unpleasant possibilities. But -one of. the obstetri-"
cians who has guided me greatly said: v V4

SN
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You c2n neveér get obstetricians tp admut that the drugs we have been giving
ﬁregnam women are harmful. because all of us know that we have given drugs that
ave subsequently damaged mothers and babies The possibihty of a lawsuit is
always there. ) oot

I would love to call a mo\ta.tOrium_and say, “All of you obstetri-

" cians out there wha are feeling badly about what you have done,

we forgive you. Let’s start over again.”” Obstetricians who did not
know yesterday that the drugs they were giving #ere potentially
harmful ta the fetal brain cannot say that tomorrow. I hope there
is broad media. coverage of this hearing. so the information dis-
Cussed will bgeoine public kriowledge. .

Mr. SHAMANSKY. gince ou did mention that, what is the product.
liability experiense and do we have a recard of it? The lawyer in
me makes me ask t about medical malpractice suits here.

Ms. Hare. Only the most horrendous cases ever get to court.

Mr. SHaMANsKY. Is it the thrust of your approach here that you

" realize that there may be some risk inherent, in any drug for some

patients, but that you are seeking information so_lt;'\at there will be
informed consent?
Ms. HAIRE. The woman has a right to know the risks to herself

* and to her baby inherent in the use of obstetric drugs. One of the

risks is the uncertainty about the drug’s long-term effects on the
neurological development of her child. A woman has a right to
know that. The physician has an obligation to so inform her. I
cannot see why companies are so reluctant to provide pregnant
women with information regarding the risks inherent in the use of
obstetric drugs. An honest.discussion of the risks would protect the
manufacturer of the drug, the doctor, the hospital, and, tertainly,
the mother.

Mr. SHamMANSKY. Let me proceed in this idea of quantification.
Are thegr any circumsfances in your mind that would make it
reasonable and proper for a physician not to inform a patient of
sorgething if the degree of risk is so remote as not to be mathemat-
ically significant or do you ‘ever agree there is such a circum-
stance?

Ms Haire | happen to feel all of the possibilities should be
discussed.

Mr. SHaMANsSKY. Do you think the person who 1s receiving the
information is qualiﬁeg to respond to it because he or she is a
layperson”

Ms. Hare. Lasagna carried out a study in which, asked a large
group of laypeople if they would want toc know if there were an
indication of a serious adverse effect in 1 out of every 100,000 cases.
The vast majority of those people said “ves.’ If there were an
indication of a serious adverse effect in 1 out of every 50,000
cases—maybe even 100,0003%-1 would want to know. I probably
would take the drug becausd those are pretty good odds However,
to give my informed consent I would need to know the odds.

Mr. SHaMANSKY Did that study follow up and say what the
response to that information was” In other words, you told the
person 1 in 100,000 What was the response? I will take 1t or not
tuke 1t
*Ms Hamre. That was not in the study I do not think we afe
going to stop taking drugs because we know.there are unanswe~ed
questions about the latent effects of drugs

- J
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Mr. SHaMANskY. Doris; you made a statement on page 23 to the
effect that 1'out of 10 children has some kind of impairment. Are
you convinced that a high proportion or a low proportion is the
resglt of administering drugs during pregnancy or during the deliv-
ery’ c ‘ ] .
Ms. Haire 1 cannot give you specific quantify. I feel a signifieant
proportion of these children are the result of obsteiric medication
given, with the best of intentions.to women during labor. Whether
the drug, in itself, does the harm or whether it works synergistical-
ly with other obstetric stresses would have to be evaluated, but
there is no doubt in my mind that a large “proportion of the
learning disabled and brain-injured children in the United States
are the result of obstetric drugs - ]

‘Mr. Gore. The best statistical evidence we have been able to
gather in preparation for the hearing indicates an enormous
amount of uncertainty on this question. The low ends of the range
of estimates is that J to 5 peFcent of the birth defects are caused by
drugs but 75 percent of the birth defects’have unknown causes, so
you have a range beginning with 3 to 5 percent and possibly
extending a long distance into the 75 percentile. There are disputes
about how much of that 75 percentile might be related to this

. category Thank you for vielding *°

Mr. SHaMansky. I would like to pursue this question of the
laissez-faire attitude which you characterize the FDA- as exhibiting
with respect to powerful narcotics like analgesics, Nubain and
Stadol as safe for use in obstetrics without first presenting evidence
of safety to FDA's Fertility and Maternal Health Drugs Advisory
Commuttee. Is this committee merely selectively used” Is it consist-
ently used” Are there guidelines for using it and why would it not
be referred to? - '

Ms. HARE. Those questions, I think, should be addressed to
Commissioner Hayes because I have asked. them of various FDA
officials and have not been given a satisfactory answer. First, we
have asked that a Perinatal Drug Advisory Committee be estab-
lished. We have asked this repeatedly because none of the FDA
advisory committees has the appropriate interdisciplinary makeup
to properly evaluate the effects of obstetric drugs on the offspring.
The Fertility and Maternal Health Drug Advisory Committee is
made up essentially of obstetricians. There 1s a statistician and a
pediatrician who comes intermittently, but you cansnot expect ob-
stetricians to have a completely unbiased view about the drugs that
they have been administering to women for years The same is true
of the Anesthetic and Life Support Committee which is' comprised
at anesthesiologists and anesthetists. I:do not think they can be
expected to ‘be completely. objective about the ris}s of epidural’
anesthesia . ‘

Mr Suamansky. The lawyer yjn me keeps popping out. With
respect to the standards for establishing a committee setting for
the criteria by which it will be used, are you saying that there is
simply no explanation of when this committee is used or not used?

It is just however it happens to happen®
Ms. Haire. No explanation was given to me by the FDA
Mt SHAMANSKY Eut you did inquire”
Ms. Haige. Yes, | did inquire

RIC . yq-
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Mr. Suamansky. With John at your right hand thete I am sure
that that base would have been touched. But again I am respond- 3
ing to the idea that either you use something with' consistency or
you do not, but as far as you can see that information is not
available. . - : .

Ms. Haire. A few days ago.I-called the FDA, bacause theré are

“officers of FDA that I have found to be extremely cooperative. I

asked this particular FDA officer when the drug Nubain was ap-
proved. I could not get any information. I was told the only way [
would get information of that sart was through the Freedom of
Information Act. I said I rather dislike having to use the Freedom
of Information Act because it makes me feel as if the FDA and I
are on ppposite sides of the issue. Again I have tried to work with
the FDA. What I was asking was if the type of limited information
that was obtained for Stadol was the same type of information that
they obtained on the drug Nubain.

Mr. SuaMANsky. Whatever it is} it is basically an ad hoc sort of
thing. You either get cooperation from somebady but not coopera-
tion from somebody else. '

Ms. HaIgre. Right.

Mr Suamansky. You could not rely on_a systematic response

"according to standard policy available to eve\r?body.

Ms. HaIre. Right.

Mr. SuaMANSKY. Would you be kind enough to refer to page 17
of your prépared testimony. I need some help with-respect to the
second incident. What basically-is the problem there? I find that I
am confused.

Ms. HaIre. Regarding FDA officers? - .

Mr. Suamansky Yes. You had three recent events. The
second—— -

Ms. HaIRk. First, there are a great many drugs used in obstetrics
which have never been approved by the FDA for that use. Of all
the people in the FDA I can get the straightest answers from Dr.
Martha Freeman I asked Dr. Freeman what cogstitutes an FDA
approved drug. She told me that only those uses mentioned in the
“Indications” section of the drug’s package insert were approved
uses of drug. . : N

Mr. Gore. The significance of that is that there are other
sections of the label which imply that it has been looked at for use
in pregnancy and been approved for that purpose, but that implica-
tion is completely misleading if it-does, nqt appear in the specific
part of the label with-the heading “Indications.’

Ms. Haire. That is correct. My hugband’s eagerness to answer
the question is because, in preparation for this hearin , he read the
package inserts of about 55 obstetric-related drugs. he is very
familiar with the language in the package inserts. The usual
answer most health professionals give is, if the package insert
discusses the use of the drug in pregnancy or obstetricg.then that is
an indication that the drug has been approved by ?f)A for such
use. In fact, one of the FDA officers I jalked with told me that I
would not find mention of the drug’s uge in obstetrics in a package
insert without also finding that use tioned in the Indications
section. That is absolutely wrong ) B ’

Mr Gorre. Ms. Haire, did you want to add something to that?

»
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Ms. Haire. No. ;o h

Mr. Suamansky. You say that there is no list of drugs approved
by the FDA as safe for use in pregnancy and obstetrics and there is
no system for retrieving such information from its records?

Ms. HaIre. That is what [ was told by the Coinisumer Safety
Officer who answered the inquiry I had addressed to Dr. Crout,
Director of the Bureau of Drugs. . .

Mr. SuamaNnsky. Have you had any responses or habe you smade
ahy inquiries of the medical schools? I know you are a frierid and

admirer of Dr. Emanuel Friedman of Harvard Medical School.and .

you have contact with people like that. What is the responsg_of
those physicians, who I am assuming would be—zhall we say—
more free of whatever considerations that the average obstetrician
or pediatrician might feel he or she was subjected to.

Ms. HaIre. Again [ think you have the same pressures on all -

obstetricians, not to discuss the relative risks with their patients,
particularly physicians who work in medical schools. There is no
doubt in my mind that in many cases drugs are given to women by
individuals in training in cases where, with a little effort, the use
of the drug could have been avoided. ‘

Mr. Gore. I find it absolutely incredible that they do ot have
any system for retrieving that information. We have checked and
that apparently is the case. It would seem to indicate that there is
Just a blind spot where fetuses are concerned, even wanted fetuses,
and they are just not protected in the way that adult Americans
are protected. There is a blind spot You have really hit upon a
major problem. Wegpave a vote on the floor and let me say to our
other witnesses who are scheduled. \te are going to move this
hearing along even if it means foregoing some of the questions that
we really want to ask Ms. Haire. We will recess for just about 8
mittutes and then we will come back ard finish up our questions
and move onto the next witness.: .

(Brief recess.] N .

Mr. Gogre. The subcommittee will come back to order. On page 8§
or 8% of your prepared testimony, you note that the warnings
about one of the commonly used drugs in labor is placed way down
in the label for the physician, in the “Allergic Reactjon” section.
You ‘called thgp to the attention of the FDA and noted thst it
seemed inapprdpriate treatment o@ﬁ%@erious warning. Yet they
have done nothing about it. When did you bring that to their
attention? ) 3

Ms..HaIgE. I would have to check. I have submitted as part of my
testimony my presentation to the Anesthetic and Life Support
Drug Committee and I believe it is in there.

Mr. Gore. We do not have that but you can supply that for the
record if you wish.

Ms. Hatge. It has been several years.

Mr. Gore. What is your reaction to those who sa; that a warning
to mothers can sometimes lead them to decide not to accept medi-
cation even when the doctor is convinced that that . is an irrational
choice on her part and that the doctor ought to have the right to
produce what he or she believes is a more rational decision on the
part of the patient by selectively denying information to the pa-
tient which might produce what seems to be an irrational decision.
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Ms. Hairk. I have had mothefs informed kindly and unkindly.
There are all sorts of ways of presenting this type of information to
womeén. I have never suggested that an honest package insert be
the only exchange 6f information between the physician and the
patient. If the package insert were truly henest and pre- ‘ed to

o the woman sometime dgring her pregnancy there would be ample
time for her to question her obstetrician 3nd discuss her doncerns.

I am fascinated that everyone thinks clinjc mothers are unable
to understand information regarding their obstetric care. I write a
lot of material for the third grade reading level. I find you can
explain a lot of technical information in very simple larguage. 1
would be happy to work with any company that would like to

- "develop a package insert for their product that would also discuss

the risks discussed in the scientific literature. We keep a close

watch on the scientific literature. While the information is wery
technical in the journals it can be explained. in rglatively-sﬁmple
ways. I think yop would find many women would continue to take

t}}:e drugs. But many women would not, and that is the important

thing. ’

Mr. Gore. At some point the approach of denyirg them

! informatio., for their own good just conflicts with the basic rights
of a citizen i this country. That is the philosophy we have always
used in thigf country, that people are capable of making rational
"decisions on’ their own and if you give them the infaormation in the
long run it will work out for the best That philosophy it seems to
ne ought to be used in this case as well. Maybe I am wrong but it
cértainly seems that way

Ms. Haire. There are probably more women and their children
damaged by taking the drugs than women and their children who 4
were damaged because they did not take them. S

Mr. Gore You indicate that some labels—reading from page 14
of your testimony—that some labels say “Safe use in pregnant
women other than in labor has not been established.” On other
occasions language is used such as “this does not-exclude use in
obstetrics ” A layperson would redd that and conclude well they .
looked at the wee in labor and obstetrics and they decifle it*is
clearly all right, most mothers think that well, it is so near to the
birth it does not have time to get into the fetus for any length of .

' time. A woman may corclude that the drug 1s probably OK in
labor and obstetrics, but that conclusion is just wrong, is it not?

Ms. Hare. It is “weasel wording.” That 1s a former FDA com-
missioner’s term for that type of wording. ® :

Mr. Gorp I would use stronger language and judt say that the
implication is absolutely false, except I know the word “safe” is not

%  defined by the FDA 1n the same way as it is defined in the diction-
ary It is defined 1n terms of risks and benefits and what they are
really sayin; there 1s that obstetricians use these drugs 1n labor so
frequently taat people are convinced that the benefits are enor-
mous in obstetrics. Since we know so little abouttthe drug effects, 1t
is probably right to conclude that people believe that when there
are enormous benefits reported by obstetricians and a lot, of uncer-
tainty about the undesired effects, it ssunds like theQrugs are safe.
That is really what people are saying, 1s 1t not?

Ms HAIRE Yes ..

~
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Mr. Gore. But it may or may not be true. .

Ms. Haire. The FDA seems to think it cay determihe benefit/
risk factors. There is no way that the FDA can determine what
risk I am willing to take for the benefits I wish tq receive. Rather
than use the word "'safe” 1 would much prefer to see FDA use the,
term ‘‘relative risk” or relative safety The former legal counsel for
FDA, Bill Vodra suggested that the FDA use the word ‘risk,”
rather than safety.

Mr. Gore. Are there any. drugs on the market now that you
think should be withdrawn under that kind of risk/benefit analy-
sis? v :

Ms. Haire I testified at the FDA hearing on Bendectin and 1 feel
that there 1s insufficient data to support the safety or the risk of
Bendectin, .

Mr. Gore But the drug companies say it will cost money to tell
the mothers, it will-cost money to print the information.

Ms. Haigke. If they had any idea of how much- muney it is going
to- cost them mnot to, they would agree to print them. We are
keeping a record of all of the information that goes into these
package inserts. We are very conscrous of the assurances of safety
that are being made by the manufacturer.

Mr Gogre. There are two levels on which the issue is addressed.
One is risk/benefit analysis itself and the second is' informing of
the patient or the mother Thé FDA had difficulty dealing with the
risk/benefit analysis in this area, but with specific regard to Ben-
dectin the FDA made a public commitment to at least give the
information to mothers so that the mothers could make the risk/
benefit analysis on their own. But theh the large pharmaceutical
companies came in with the transition team between administra-
tions and expressed their concern that this was going to cost them
some money to print the information so that mothers would have it
available the public commitment on the part of FDA to inform
mothers of the_risk they face and the risk faced by their unborn
children has now been withdrawn. I happen to have a great deal of
respect for the new commissioner at FDA I think he is one of the
bright spots in this administration, but I know that he and others
at FDA have a difficult -time balancing the various concerns and
pressures which are brought to bear. I have been impressed with
«the way he has done.that so far. I would not be at all surprised to
see the FDA renew jts commitment to a PPI for Bendectin and
.initiate a new approach to risk/benefit analysis where fetuses are
exposed to the danger of birth defects from drugs used during
pregnancy. But we will have to wait and see whether that does, in
fgct, occur. I am optimistic. [ yield to my colleague.

@#Ir SHamANsKy. | want to establish the distinction between the
acceptability, in your mind, of the FDA saying, generally speaking,
there is a good risk/benefit baged on the information we have, ‘as
distinguished from telling the individual recipient of that that this
decision applies in your case There 1s stif)l room for infprmed
consent even if FDA said, generally speaking, the risk/benefit
based on the information we have or anything we know.about is
asceptable . .

Ms. Haire The information in the package insert is not current, .
in my opinion, with the data available in the scientific literature.
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Mr. SHAMANSKY. Assuming the currency of the information.
Ms. Haigre. In the Anesthetic and Life Support Committee pres- -
entation T recommended that four important sentences should be

. included in the package ins¢rt wherr applicable. These are:

ta) No wellcontrolled long-term® followup has been carried out on individuals
exposed in utero to the effects, of this drug There may be delayed, long-term
adverse effects on subsequent physical, neurologic, and mental development which
cannot be determined at this time (b} Physicians are not required to report an
adverse drug reaction tothe FDA, therefore, there is no way of determining the
exact rate cf adverse drug reactions to this drug when 1t 13 used 1n non-research-
obstetric care (c) Since even the short-term direct and indirect effects of this drug
vary with the individual physiology of each mother and her unborn child, the term
“overdose” 2s it applies to the fetus cannot be defined for this drug.

Most people assume that if there is an adverse drug effect the -
doctor will have to report it to the FDA. That is not true. Only
when the physician reports an adverse drug effect to the manufac-
turer must the manufacturer, in turn, report it to the FDA.

Mr. SHAMANsKY. | am glad you mentioned that. I still want to
pursue with you the idea—it seems to me a two-tiered thing, what-
ever FDA is eventually required to do. There is that generalization
based on whatever data it has and then perhaps, in my mind, a
requirement or a need to inform the particular patient so she could
make the informed consent. B

Ms Haire. What we have asked the FDA to do is require the
manufacturer to put in the package insert, whenever appropriate
the words which are “No well-controlled long-term followup has
beén carried out on individuals exposed to the effects of this drug
in utero. There may ‘be delayed long-term adverse effects which
cannot be determined at this time.”

Mr. SHAMANSKY. But is it fair to say, though, that at some point
the FDA could make a general statemer . as to what it has found
in order to inform the physicians all over the country what it
knows? Then there is still an additional step before the safeguard
applies to the individual

Ms. Hairr. Yes. There is information regarding obstetrics in
many of these package inserts It,is insufticient information even
for the physician. 1 feel physicians have been misled into a false
sense of security with some of these products.

Mr. SHaAMANsKY. We are not zeroing in on something. Please be
patient with me. On the risk benefit, I am assuming some place or
other that there is a legitimate role for the FDA in making an
assessment as best it can, for the determination of risk benefit.

Ms. HaIre. Yes, but certainly the type of research FDA is requir-
ing now is inadequate to demonstrate risk benefit.

Mr. SHAMANSKY. | am excluding what it is doing now. I am just
talking about a function. It is conceivable that using the most up to
Hate acceptable standards, standdrds acceptable to you, whatever
you require, there could be a point at which FDA could legitimate-
ly say we find the risk benefit OK. That does not apply to the
individual person taking that drug. It merely is a statement by
FDA to the medical profession and, therefore, to the company that
the risk benefit they found acceptable. John, could you respond.

Ms. Hamre. My response would be “yes.” There is a legitimate
function in FDA in approving the drug for a specific use to make
that risk-benefit analysis However the next step would be to be
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sure there was adequate disclosure of what risks were evaluated in
the process. That disclosure should be made not only to the physi-
cian but, in the case of obstetri¢-related drugs, that disclosure
should also be made to the parents of the child before the drug is
administered.

Mr. Gogk. Will the gentleman yield. . ‘

Under current procedure most of those analyses are performed
by the manufacturer. Is that correct? .

Ms. HAIRE. Yes. .

Mr, Gore. And the testing protocols and the design of the study
is not made available for analysis is that correct?

Ms. Haige. Correct. That information is not made available for
analysis by consumer groups ur responsible people on the outside.

Mr. GoRe. It is made available to the FDA, John. I presume if
they want it they can get it. Whether they get it or not I do not
know, but in most cases the FDA is taking the word of the manu-
facturer for the whole'thing. '

Ms. HaIRe. That is correct as I understand it.

Mr. Gore. We will explore that with other witnesses. There may
be some disagreement about that.

Mr. SnaMANSKY. I‘have an important question. Again the lawyer
pops out. On page 29 of your prepared testimony, Doris, there is
what seems to me a very sweeping statement. At the top of the
page the testimony says “With respect to effects on exposed off-
sprinﬁ;thcn the Federal Government must also be held responsible
for the care>and compensation of those individuals injured or

"harmed by that drug or device.” That is a big statement.

Ms. Hare. A “full disclosure” package insert can protect the
company, the doctor and the Federal Government, as well as the
patient. For the Federal Government to approve the pagkage insert
of a drug which does not clearly identify the risk of that drug is a
irresponsible.

9 Mr. SHAMANSKY. Are you suggesting the Government then be-

comes the insuror of the use of that drug? * .

Ms. Haigke. I am saying that the Government has a responsibility
to the public to see that the risk of a drug—and one of the risks is
the areas of uncertainty—is discussed in the package insert of the
drug that goes to the physician. I would again say that the Govern- .
ment has a responsibility to the public to see that manufacturers
are required to produce a package insert that fully informs the
patient, to every possible degree, of the possible tisks. }

Mr. SuaMANSKY. Let me concede that but that is not the same as
aying the Government then becomes the insuror. You say the
aederal Government required the manufacturer to do that. In the

ent the manufacturer does not do that or‘somehow there is a
mistake made does it follow logically that the Federal Government
ig then the insuror? Is the Government then liable for what the
people down the chain might do or not do?

s. Hare. In my opinion the Federal Government, is the in-
suror of safety of drugs approved as safe by the FDA. .

Mr. Suamansky. I hope you understand that I feel that is an
element we have not heretofore had directly. I am sure we would
both agree that is not now the law and it would be a significant
departure from practice here.
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Ms HaIgE. The reason 1 feel these package inserts are so impor-
tant 1s because of future interpretations of the law

Mr. SHAMANSKY. | am not denigrating the importance of the
package I am asking about the significance of who then is liable, is
the Government neglectful Should it be charged with neglect?

Ms Haire In my opinion, the Federal Government and the FDA
are responsible for the harm caused to individuals damaged by
drugs that have been anprcved by the FDA as safe. The dictionary
definition of safe is free from harm or injury. I think the Food and
Drug law should be amended so that the word safe is avoided

Mr SHamansky. But is there such a thing as safe in the clinical
sense, is anything totally safe in a laymen's terms? . .

Ms Haire Nothing 1s safe in the term of the definition used in
the dictionar® That is why I feel safe is an inappropriate whrd.

Mr SnaMansky I am not suggesting that there is not a lot to be
done with disclosure, better studies in this and that Agamn I re-
spond very specifically to your suggestion, on page 29 of your
prepared statement that the Government be held responsible for
the care and compensation of any individuals injured or harmed by
an obstetric drug or 7 -e

Ms. Haire This . we feel a simple statement saying that
the long-term effect of 11158 drug or device on human development
1s unknown would do a great deal to make people think, both the
physician aud the patient.

Mr Gore Mr Volkmer

Mr Voikmer No questions

Mr Gore Thank you, Mrs and Ms. Haire. We appreciate not
only your testimony here this morning but the dedication you have
-hown to this i1ssue for so many years.

Ms Haire. We appreciate the opportunity.

Mr Gore I would like to call now Dr. Kenneth Ryan whe is
chairman of the department of obstetrics and gynecology at Har-
vard Medical School, and Dr_Yvonne Brackbill, professor of psy-
chology at the University of Florida. We would like both of you to
come up and appear as a panel Let me note for the record that Dr.
Kyvan in addition to being chairman of the department of obstetrics
and gynecology at Harvard Medical School also serves ayrhairman
of the National Commission on Research and Human Subjects. Dr.
Brackbill 1s also the author of a major new study on informed
consent For those wishing a road map of sorts to this hearing let
me say that 15 the panei on bioethics and informed consent. We felt
i analyzing this 1ssue that we ought to explore this aspect of it
early on- We will begin with you Dr Ryan. Without objection the
prepared statements of both witnesses on this panel will be put in
the record We invite you to proceed with your presentation.

“The brographical sketch of Dr Ryan follows']
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STATEMENTS OF KENNETH RYAN, CHAIRMAN, DEPARTMENT
OF OBSTETRICS AND GYNECOLOGY, HARVARD MEDICAL
" SCHOOL. AND YVONNE BRACKBILL, PROFESSOR OF PSY-
CHOLOGY, UNIVERSITY OF FLORIDA

Dr. RyAN. Thank you. I appreciate being invited to discuss dsug
use in pregnancy and bioetﬁics. Before speaking specifically to
issues on bioethics, I would like to say several things with respect
to the need for the use of drugs during pregnancy because it is
pertinent not only to clinical management of patients but also to
ethical ~onsiderations. I have divided drug use into two types,
which I designate as discretionary and nondiscretionary. Discre-

“tionary use is defined as the use of a drug for a nonhealth threat-

ening or nonlife threatening condition where suitable alternatives
exist including avoiding drugs entirely. This includes the use of
many over-the-counter drugs. We have been talking about what
physicians prescribe, but patients also self-medicate themselves cre-
ating a flourishing over-the-counter drug industry. Very often pa-
tients use drugs-for-minor-or self-limiting symptoms, but ‘T also
include discretionary use of drugs for relief of pain during labor
and delivery when need is not established in an individual case. In
other words I believe that physician and patient discretion should
be used during the birth process and one should not assume that
all patients are going to receive pain medication or anesthesia. On
the contrary, I think patients should be prepared for the alterna-
tive.

During prenatal care, the kind of symptoms for which drugs are
used include: morning sickness, headache, common colds and aller-
+y- In the experience of a physician one-probably has more inquir-
ies about the safety bf the over-the-counter drugs for which there is
little information on risk. There is very little data about the
common drugs that anyone can go out and buy and use during
pregnancy without a prescription. There may be an admonition to
ask the physician but there is a limit to what-the physician knows.

I woul‘()j define nondiscretionary use of drugs, as the use of medi-
cines for serious medical problems where the health and life of the
mother is in jeopardy. When that is the case the fetus is also in
Jeopardy. This includes: systemic infections, hypertension, diabetes,
seizure disorders and psychiatric problems where drug use is often
not discretionary. They have to be used for health and safeti of the
mother and the baby. It makes a big difference which kind of
indication you are involved in when you start discussing the ques-
tion of the kinds of risk one might assume.

Regardless of tire indication for drug use there are several cave-
ats which should be controlling and other witnesses will doubtless
say the same thing Most drugs given the mother reach the fetus
Pharmacological effects of drugs are most difficult to predict the ,
younger the fetus and that is why drugs should be avoidle)’d early in
pregnancy. The risks of serious harm have been ascertained with
only a few specific drugs When I use the word ascertained I mean
established beyond a reasonable doubt. There are a lot of unsub-
stantiated claims. You have heard reference to Bendectin and the
claims and counter-claims are confusing not only to the public but
to the physician Risk data are most helpful when they are posi-
tive [ do not think 1t helps a patient to say the risks are unknown
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hecause ¢hen they are left with a cloud hanging over their head. If
risks aré,unknown we should be aware of it but it is distressing
when for mstance I have a woman with rapidly rising blood pres-
sure and have to use a drug for which the risks are unknown
When the incideiice of adver<~ risk is low—and Dr Slone wiil
speak about this when he covers the quality of epidemiological
studies, when the incidence of adverse effect is low or there is a
long time lag as with diethylstilbestrol, one can completely miss a
possible risk. .

Mr Gore. That is DES?

Dr Rvan. Diethylstilbestrol - DES is a synthetic steroid. To sum-
marize, I do not think a drug should be used in pregnancy unless
its efficacy is. known or can be reasonably ascertained. We know
aspirin cures headaches. If we know that and a woman ,wants to
take 1t for a headache she can make that decision 1 do not think,
however, that we should use drugs for svmptoms for which' the
efficacy of a drug is not established because then one 1s taking an
unconscionable risk for an unknowr. benefit That is not stressed
enough [ will come to this later under ethical considerations but
before drugs are used in pregnancy they ought to be demonstrated
to be efficacious in the nonpregnant state We cannotstart trying
to determine efficacy for the first time in pregnancy

An unexpected pregnancy must also always be considered before
medicines are prescribed We are trying to avoid X-rays during
pregnancy We are trying to avoud all kinds of medications during
the first trimester of pregnancy Unless the doctor thinks about the
possibility of a pregnancy and. unless the patient herself thinks
about it there may be problems., and an unplanned risk to the
fetus. I would hike to sayv a word about teratological effects and
perhaps clear up one confusing point that you referred to, Con-
gressman Gore Five percent of all live births result in anornalies,
About half of these anomalies are major. It 1s only 3 to 5 percent of
the 5 percent that have been attributed to drugs We know very
little about the risks of neurchehavioral problems due to drugs
taken during labor and delivery 1 have seen little good data on
risks for drugs taken later in pregnancy The reason the incidence
of anomalies 1s reasonably accurate 1s that these defects are not
ordinarily missed and the Center for Ihsease Control has a congeni-
tal malformation surveillance which moniiors occurrence in select-
ed places around the country { point that out when you consider
supporting the CD(C in the future

Mr. Gore 'We will put that in the record

Dr Ryan. | would hke to put 1t in the record because what we
are talking about here—getting adequate data 1 do not think any
witness that 1s going to speak before vou toduay will say we should
not have more adeguate data And we have to strengthen those
resources within our system that can obtain it | talked about
teratological effects in general but | would hike to respond to vour
specific questions with respect to those drugs in which a nisk is
reasonably well known

There are onlv a handful which incude: Thahdomide, u sedative,
Wa _n. a blood anticoagulant, also called Dicumarel Ametito-
prerin. a drug used for leukemia Hydantoins, anticonvulsants, and
of course diethyistilbestrol, a hormone These are the drugs we
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anow produce defect: In most instances there 15 little indication
for their use. But I should point out that we have pregnant pa-
tients who have leukemia and we have patients with seizure disor-
ders that need medication In some instances we have to rely on
drugs which pose a risk to the child. There you have very hLittle
discretion

Most prescription and over the counter drugs have not been
associated with specific tetrogenic effects The data for Bendectin
the antinausiant has been covered in the newspapers but the data
on adverse effect is weak, epidemiological studies have not demon-
strated specific teratological effects in the same way that 1 de-
scribed for the drugs histed above.

I would like to go on with neurobehavioral and developmental
effects of drugs. Dr Brackbill 1s here and she will also speak to
this I do not want to preempt her comments but I should say one
or two things that are important, because Doris Haire on page 4 of
her testimony says there is no doubt in her mind a significant
proportion of 4 mulhon children are afflicted with mental and
neurological dysfunctions due to drugs. There may be no doubt 1n
her mind but there 1s doubt 1n a lot of other peoples’ minds and we
should get facts before making such statements [ should point out
to you that there are such things as rubella, hypertension, mater-
nal infections, smoking, alcoholism, maternal socioeconomic class
and education which have been demonstrated o be associated with
poor fetal outcomes You cannot simply ask someone who has such
a pregnancy history did vou recerve medication” You want to know
whether the pregnant woman smoked or whether or not she diank.
We all know about the alcohol syndrome Of all the things we will
talk about today more children are affected by maternal smoking
during pregnancy, than.by drugs and when we get to the ethics
1ssue we should sk about the posture of the Government with
respect ta the tobacco industry  Almost every study has shown
Increased spontaneous abortion, prefaturity and lower birth rate
in association with smoking during pregnancy. This 1s something
we can domore ahout Neurobehavioral developmental effects can
be attributed more to other factors, such as fetal anoxia than to
drugs One percent of all pregnancies have antepartum bleeding,
which can also contribute to fetal problems. When the mother has
that kind of condition she may well receive drigs andit 1s 1mpossi-
ble to decipher whether the indication for the drugs caused the
problem or the drugs themselves Tetracyclines, given for infection
in the pregnant, woman may discolor teeth or affect bone growth of
the fetus. Drugs to treat thyroid disorders may cause fetal goiter
even 1if taken later in pregnancy so there are some drugs used for
legitimate medical purposes which can cause fetal defects What
Mrs [Haire and Dr Brackbill refer to is the relationship of drugs

zused for labor and dehvery. to neuro-behavior defects in new-
borns, which 1s less certain This has been the subject of FDA
hearings The quality and completeness of those hearimgs -are_up
for discussion today Tn Mrs Haire's testimony she did refer to'Dr
Brackbill's =research und smd that they demonstrated certain
things [ would like to point out that the work is controversial |
am not going to make any further comment except to say there are
a ot of people who do not agree with the conclusions reached or
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the methods used-by Dr.Brackbill. It is difficult for the Congress,
lay ‘people and even doctors to know who is correct based on
newspaper aceounts. One of the reasons the Brackbill study was
criticized is because of lack of control of confounding factor® such
as the maternal diseasé I referred to.

I would like to say a word about ethical issues. We think of
ethical problems as somehow being mystical. A lot of ethical

problems would disappear if we could get our facts straight. Unfor- |

tunately getting facts straight is an ethical problem. People present
“data” which is not what it appears to be. This poses an ethical
issue because then you make decisions, on ‘erroneous assumptions,
ethical issues arise when the safety and/or comfort of the pregnant.
woman is pitted against risks to her unborn child. Naturally, when
drug use is nondiscretionary—essential—the problem is selection of
the right pharmaceutical agent to be used, and minimizing risk by
appropriate dosage and timing. If a mother is ill the fetus does not
benefit by withholding treatment so it is with the drugs that we
have to use for serious problems that we need the most information
to minimize risk. I agree with Doris Haire and the women’s move-
ment -who want the public educated about drug use. The health
profession also needs to be educated and we should avoid risks by
avoiding unnecessary drug use. That is difficult because we are a
drug-taking society. There are symptoms and illnesses that are self-
limiting and need no drugs. Ethical concerns .of society are ex-
pressed in terms of demand for drug testing ard.labeling to insure
when medicine is needed that the safest type and dose are utilized.

With respect to the kind of studies that should be done, it is
obvious that animal studies in subhuman primates cannot substi-
tute for seeing what a drug does in the human. I feel that drug
testing can be ethically conducted during human pregnancy if in-
vestigators adhere to principles of respect for human life, benef-
icence and justice. That is the message of the Belmont Report of
the National Commission which was sent ‘o Congress. The most
frustrating problem is to treat a pregnant woman for & serious
disease and find that the drug used has not had safety-in preg-
nancy established. I would urge that we get as much information
as_possible on those kinds of important drugs. In the early work of
the commission, a lot of neople were concerned about research on
aborted fetuses but in point of fact our recommendations covered
other situations involving therapeutic research directed to the
pregnant woman and her fetus That is of more concern to us in
the present hearings. Ethical research can and should be done. We
even urged the Secretary to sponsor such research. When 1 refer to
therapeutic drugs I am covering situations of potential beneficial
effect to the mother.

With respect to the FDA, I think they have done a tremendous
Jjob since tﬁz Thalidomide tragedy, in testing drugs on pregnant
animals and testing efficacy of drugs. The FDA covers postmarket-
ing surveillance, but it is not as good as it should be. Package
inserts help educate the public. I supported the FDA for package
inserts and I think they should be continued.

Mr. Gore. You supported the——

Dr. Ryan. When the FDA was being sued by the American
College of Obstetricians, I supported FDA on the question of pack-
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age inserts for estrogens for menopausal women and I believe
package inserts should be included whenever possible.

Mr. Gore. You supported their prior position?

Dr. Ryan. Yes. But I should point out to you that the inserts that
are included with the drug for patient and physician use have to be
factual. They have to be timely and they have to be readable.
Investigators are studying whether or not the ones that have been

.put in with drugs are helpful. I do not know whether we have done

all we can by just providing the package insert. The question is
when the information shotild be given. If it is a pregnant woman
one should not wait until she is in labor and delivering before .
discussing any of these drug issues. Drug information is part aof
prenatal care. The whole range of medicines a woman might take
should be discussed ahead of time. ;

Mrs. Haire made ap assertion as to the kinds of pressured—
physicians are under but I am under none of the constraints that
she talked about. We do not condone teaching practices which are
not optimal for patient care- We are nbt trying to hide the truth
about neugebehavioral effects of any drug.

Mrs. Haire had a comment in’ her testimony about ultrasound
and I should point out she used the word radiation which I hope
people wil realize is not incorrect. Ther= is a difference between
ultrasound and radiation. She may want tv correct the error. If she

‘has any information that is factual with respect to ultrasound I

would like to see it. I have never seen convincing information with -
respect to adverse effects of ultrasound. I think the risk of ultra-
sound is unknown

Mr. Gore. Has the appropriate research been done to answer
that question? '

DBr. Ryan. It is still in progress. I hope the Government suports

" research on the outcome of children that have already been sub-

. Jected to ultrasound. I believe that is going on,-but adequate

arimal stvdi»s have not been done. With ultrasound you can cook
things. Damage depends on frequency and intensity so I think
adequate studies have to be done. Ultrasound is used widely—Lord °
knows we do not want another DES tragedy.

I think discretionary drug use at any time during pregnancy
should be discouraged. If you do not have to use a drug, do not.
That includes labor, delivery, and throughout the entire pregnancy.
That is therapeutic nihilism 'to be sure, but There will always be
patients that are going to have a headache so severe they have to
take something for it.

Mr Gore. Do you think discretionary drug use during labor
should be discouraged by physicians®

Dr. Ryan Yes, I think we should
" Mr. Gore Do you think it is?

Dr RyaN. Yes. In some 1nstances

Mr. Gore. Do you think most physicians discourage it”

Dr Rvan It is hard to respond to that kind of question. Let me
say that there has been a change in the use of such drugs even 1n
our own hospital which is the largest obstetrical unit in New
England to a point now where about half the women have no——

Mr. Gore Is 1t not true there are more drugs being prescribed
during pregnancy today than in the past? .
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. ™ Rvan I do not havethat information

\'+ Gore. ] think we will have testimony from Dr Jaffe later on
th... indicates precisely that, in spite of the conclusions thar em-
phasis in the field—and you are-as distinguished as. any in the
entire Country or world for that matter—despite the conclusions
that you have reached and have just enunciated that dottors
should discourage drug use during pregnancy, the fact is that more
drugs are being prescribed during pregnancy, now than ever before

ADr. Ryan Well if that 1s true it is unforfinate and sad. 1 would
like to see what the drugs are and what they are used for but it
certainly is nothing that 1 would support. That is why I made the
important distinction between discretionary and nondiscretionary
drug use, so that discretionary drug use should be discouraged. If
drugs are used they shouid have their efficacy established 1n the
nonpregnant state 1 can give an example. One of the drugs has
been established as antiasthmatic in men and women who are not
pregnant—[ have a pregnant patient on that drug because she is
asthmatic and cannot be without §t. There is however nothing
established on the safety of this particular drug in pregnancy. The
existence of unsuspected pregnancy should always be considered
before drugs are utilized and I cannot emphasize that enough.
During active reproductive life women have to consider this and we
should educate them and educate physicians Drugs that are spe-
cifically designed for use n pregnancy should be extensively stud-

. ied 1n appropriate test systems and finally in human pregnanc

before and after marketing. If you do not do that these drugs will

_creep 1nto use and you will not have the safety and the risk factors
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being asked for Drugs that have important applications to medical
needs in pregnancy but are not specifically designed for that pur-
pose should also be identified and specifically tested for such use.
Agamn if we do not do that they will creep into use. They will be
FDA approvéd drugs but not approved for that indication or spe-
cifically for use in pregnancy Finally, appropriate_congressional
support to the FDA and to such data-collecting agencies as the
centers for disease control must be provided if ther objectives arz
to be realized. If you are to get something more out of FDA you are
going to have to look at their budget. Even in times of fiscal
restraint the most cost-effective benefit to society is still prevention
of disease and' disability at the beginning of life. Finally the root of
all ethics 1n trying to deal with this issue. is to try and sort out the
facts from the suppositions and to get honest ethically based
informauon | have heard about the suspect motivations of doctors,
with implication that somedne who is a nonphysician lobbyist has
only altruistic motrvations. Most of the time motivations are honor-
abte on both sides but I think that physicians are a heterogenous
group of people who are concerned about 'the health and welfare of
their patients and | resent blanket statements to‘the contrary The
comment that the FDA snd obstetricians do not want information
released on druy studies 1» no an adequate defense against sloppy
research
Thank you ]
i'The prepared statement of Dr Ryan follows |
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- Drug Use During Pregnancy

Drug use durinyg pregnancy occurs under two types of

tircurstar tes, discretionary and nondiscretivnary, which

pose different medical and.ethical concerns. Discretionary

use 15 defined as administering drugs for "nonhealth" ana N

non-life-threateniny purposes auring pregnancy where

suitable alternagtaves for avoiding them exist. This
ada,

»
. il N
would include u#t of man over-the-counter drugs, treatment
of relatively minor self-limiting symptoms, and even use
of druys for pain relief during labor and delivery when

therr need 1s not established 1n an 1rdividual case.

Nondiscretionar, use, 1in this contegt, would intolive

treatment for more serisis rejical problens where the
health and l1fe of the mother {and often the fetus) are
in jwopardy. Sach medical nioblems which may he present
. caryntg ﬂ}ewnanc: i1nclade:  systemic anfections, hyrertensior,
diabetes. s=izure disorder., and psychiatric problems.
Relief of ;a1n and anestnestia during labor.and delivery

,

mav be nondiscretisnary when the process i1s prolonged or

complicated.
i v
The 1mportince of“iraking the distinction hetween the
two 1ndicataons tor Irig use will become crucial in

relationshlp to the known or unknown risks we m1ght
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reasonaBly assume in providing relief to the mother. 1In
either type of drug use, several caveats should be
. .
controlling. ' .
Most drugs given to the mother cross the placenta
and reach the ferus. The pharmacological effects of a .
drug are most difficult to predict and drugs Sho?ld be
avoided, unless esgentLgl, during embryonic development
(first trimester). The risks of serious harm from dru
use in pregnancy have be;n ascertained in only a few '
cases, and risk data are most helpful when positive.
It 1s dlfflcuit {1t not 1mpossible} to chlpde&all risks.
/ Adverse effects can be missed unless specifically sought,
and.when the incidence of an adverse effect‘ls low, or
. a long time lag exists (as in diethylstilbestrol), studies
may be-“hisleading. A drug should not ordinarily be used
1n pregnancy unless needed and i1ts efficacy 1s known.

The existence of an unsuspected pregnancy must always be . .

considered before medicines are '‘prescribed.

~

Teratological Effects
. ’ Some form of congenital anomaly occurs in about'5f
of all live births (the rate is higher for miscarriages),
and this translates into approximately 150,000 cases of
birth defects each year in the Unléed States. While many

of them are of a.minnr nature, fully half, or more, of

the anomalies involve major-.-defects affecting the fetal

¢

central nervous system, heart, musculoskeletal system,

and gascrointestinal tract. Such defects involve major
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medical probléms, hyman suffering, and cost. In only
rare 1nstances can anomalies definitely be attributed to
a drug, the vast mafidrity of cases being of genetic or
unknown environmental cause. Some of the drugs known to
cause serious human defects i1nclude: thalidomide (a,
sedative), w§rfar1n (a blood anticoagulant), aminopterir
{an antileukemia druqa), hiydantoins {(anticonvulsants),
and diethylstilbestrol (a synthetic steroid).

The adverse effects of these druw; are well knownp,

A e
and%sgme should never be used i1n pregnancy. The
nodélscretlondry fessential} need of others 1S rare,
1involving onlvy serioc  medical problems sucn as
thromboembolism, leukemia, or uncontrolled seizures.
Clearly, some kind of risk/benefit assessment would ke
necessary before ever censidering their use,

“'ost drugs }prescription and over—-the-counter) have
not been assocCiated with specifac teratogenic uffects
whan epidemiologicil siurveys have been conducted (JAMA
248:343-346, 1981). The difficulty in ~ludina all risk,

however, has already been alluded to.

Neurobehavioral and Developmental Lffects of Drugs
N d e E

Neurobehavioral development and physical growth ot
the newbarn and child are highly variable and subject,
1n an urkred:ictable wav, to the effects of prenatal
factors incluiing maternal health, infection, smoking,
dl;DhOl consumption, socioeconumic class, anl education,

ﬁ&rmpartal factors such a- fotal anovia, difficult

delivery, ard nursery care aleo may adversely atfcct the

- e
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newborn. The establishment of the normal range of
neurobehavioral development 1tself 15 not perfected, so
that 1t has been jJuite difficult to i1dent:fy and attribute
adverse vftects to most druags used later 1in pregnancy,

let alone to any other specific factor.

(<
2
3
~
s
c
ad
U
¢

siuch as tetracyclines {antibhiot.gs) may
discclor teeth or alfect bone arnwth, and drugs used to

treat thrsroxd disease miy cwuse fetal goiter, 1f taken

o
al
el
8t
-
o
e
)
o

during la rronnancy.  The relationship of
the use cf drugs for lubor ani delivery {(hvbnotics, o
anesthetrcs) to neurobehatioral effcets 1n the newborn
Nr growing (‘hLli‘s been the suhject of rrevious
iressional and FDA hearings (1979). Alverse risks,
other than short-term pharmacological effects, have not
been def:nitely established, and there 1s countroversy
aver the adequacy of the studies available and the nee’
tnr furtner investigation, Therec 1s .'n DA subcomm:ttee
for review nf this rmatter fAnesthetic and [Lite “uppnrt
Drugs A'vigory Jommittee).

Ethical lssues

\,__7} Zthical issues aryge when the safety and or comfort
—————
»f the pregnant woman 1s yitted against r~isks to her
unborn child., Naturallv, wher Jdrug use 15 nondiscretinnary
{rgsential}), the oroblem 1s selection »f the right
pha;maceu%écal vient to be used, and rminimizing 1isk by

o appfoprlaée drsate. L\’\ @

I+ 15 laraelv in the Jdizcretionary use of druvs
' +
where oeducation of +he publin wnd bealth protession can
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help avoid risk, simply by avoiding unnecessary drug use.
* -
- *
Ethical concerns of society also are expressed 1n

terms of the demand §or drug testing and labelliny to
enhsure that when medicine 1s needed, the safest type and
dose are utilized. .

thlz animal (including subhuman primates) studies
of drugs shéuld precede human use, risk can be ascertained
onlv after sufficient study in human pregnancy. Studies .
can be cthically conducted during human prednancy if the
investigators adhere to the principles of respect for

human l:ife, beneficence and justice. It would be

unethical

1f studies are rnt performed, which thtereby would Jden
availability of necessary drugs to women and their o“fspring,
The most frustrating proble~ for the physician

\
treating a pregnant womnan for a ser:ous dlsease precess

1s wher the potent:ial drug 1s lahelled., "Safety v u-w
1n pregeiancy has not been established.”
The National Couwe.t=ion for the Protection pf Husan

Sublects has sutmitted a repart to the Congress on Feseir ~h
on the Tetus 'n 1975 (DHEW Publication No. ((S) 76-127,
and althoagh much public attention was directed o+ the

time to research on the aborted fetus, the recorrerda*ions

covered situations involving theraveutic re« earch oirected

to the prearan® womin and the fotus, whic', 1. uf more
concern to the present hearinas
The: FDA

The Frod and Droor Admanis*ratton has rade jreat
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strides in terms of safety fcllowing the thalidomide

tragedy, Drug testing 1n pregnant animals has become

commonnlace, efficacy of drugs must now be established, .

FDA reEorts cover post-marketing surveillance, and

packaqé inserts help in educating the public and profession.

The FDA review process often 1s complicated by industry

or public action lobbies which focus on rarrow goals and

are long on opinion, hut short on data.

Prouress 1n the area of fetal safety will depend on
1nsistence on establishment of gfficicy of any drug
proposed, ave.dance of discretionary drug use for "trivial"
purposes, and 1nsistence on testing in human pregnancy
when 1t 1s liakely that the drug will bhe needed for the
protection of women, their pregnancies, or their fetuses.
Better data-kecping on fetal outcome in cases of
nondiscretionary, druq use 1s needed.
ggnclgslons
1. Discretionary drug use at any time during pregrancy

should be liscouraaed.

2. The existence of an unsuspected pregnancy should
always be considered before drugs are utilized,

3. Drugs that are specifically designed for use 1n
pregnancy should be extensively studied 1n appropriate
test systems and in human pregnancy before and after
marketing. -

4. Drugs that have important applicatiqn to medical needs

1n pregnancy, but have not been designed or marketed

‘ 1644 '
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for that purpose, should be identified and specifically
tested for such uase.

®. Appropriate Congressional support t ™A and to \

N

such data-collecting agencies as’ the Cen._:r¥ for
Disease Control must be provided 1f their cbjectives
are to be realxzed.m in times of fxscal‘restraxnt,
the most cost effective benefit to society is st11l

the prevention of disease and disability at the

begiralng of life. b

Mr. Gore. Thank you. I know that you have that reaction to
some of the statements that our previous witness made, but I think
that others have allowed the reaction to speculation about motives
to lead them to reject some of the accurate conclusions in other
areas that Mrs. Haire has evident:y reached.

Dr. Ryan. I agree with many (¢ the recommendations she_has
made I am not really quarreling about the {fact that FDA should
be accountable for snecifying drugs that arej apprpved for use in
pregnancy and that risks ought to be identiﬁ;i.

Mr. Gere. It is not done now.

Dr. Ryan. I understand. 1 support those kinds bf endeavors.
Unfortunately we are coming from different directions.

Mr. Gore. Dr. Brackbill, weicome and please proceed.

Ds BracksiLL. Thank you, Mr Chairman and members of the
subcom-. ittee for the opportunity to speak about teratogenic drugs
ana proolems of informed consent in obstetric drug administra-
tion—a research area in which I have been involved for more than
a decade

The horrors experienced by patients irnd by subjects of experi-
mental research in Nazi Germany focused world attention on the
ne~d to obtain explicit consent for both treatment and research
participation. The doctrine put forthjat Nuremberg has, as its first
principle, that voluntary consent is{absolutely essential. This doc-
trine, waich has come to be called informed consent has three
components. voluntariness, competence, and information. Of these,
information 1s the most basic element: the consenter must be in-
formed about the treatment or experiment and about the probable
consequences of submitting to it. Without such information, in-
formed consent 1s not possible

Obtaining informed consent from pregnant women is particular-
Iy important because drug consumption during pregnancy and
childbirth is particularly risky for the fetus and young child.

Let me clarify three points The researchh demonstrating the
adverse effects on the young organism of either acute or chronic
doses of a large number of drugs is not controversial. FDA statisti-
cians concluded that all of the drug studies—by now there are 45
alone on obstetric drugs not to mention the large number of animal
stud.es—are all in basic agreement that there are adverse effects.
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How long the effects last is a matte/ that is not known at
present because there have not been sufticient studies on it.

In addition to this, let me point out something that has escaped
our attention so far this morning. "

Teratological effects include both sﬁctural and functional ef-
fects. That 1s both anatonrical or morphological changes and behav-
ioral effects. ’

There are some drugs that affect both function and behavior.
There are others that affect only structure, and there are some
that/affect behavior only. At least with present techniques of histo-
logical examination, there are behavioral changes for which one
can find no underlying structural change. The orthogonal effects of
behavior and structure are something that was discussed at length
in a lead article in Science magazine by Vorhees, et al. last year.

Another point that has escaped our attention and I think should
be pinpointed now is that teratology is concerned not just with
grossly identifiable changes, but with subtle effects, low level ef-
fects. Under those circumstances, the numb.r of children affected
by drugs administered preconceptionally, prenatally, perinatally, or
postriatally before the CNS has finished its development is un-
known. It certainly is higher than 5 percent, however.

At any rate, to illustrate the importance of teratological drugs in
the United States, for example, aspirir is consumed at the rate of
185 tons a day and Valium at the rate of more than 8,000 tons a
vear

Both aspirin and Valium are well documented teratogens. But
how many pregnant women know this? And how many women
consume aspirin or valium during their pregnancies?

My colleagues and I are currently studying drug exposure during
pregnancy and childbirth; the status of those drugs with respect to
adverse effects, safety, and FDA approval for use in childbirth; and
the amount of information mothers have about the drugs to which
they have been exposed. .

Subjects to date have been 304 randomly selected postpartum

inpatients who delivered clinically normal babies. This average age
1s 22.5 years, and average ecucation, 11.2 years; 36 percent are
employed outside the home; 49 percent are white; 51 percent black;
49 percent are parity 1; 51 percent, parity 2 or more.
We obtain data on drug exposure and drug information by inter-
view and from medical records. We score drug information accord-
ing to consumcr information standards adopted by the American.
Society of Hospital Pharmacists.

These are shown 1n table 1 of your handout.

Our resuits show that during pregnancy mothers consumed 93
different prescription and over-the-counter drugs. A review of the
literature was conducted for each of the 93 drug products to deter-
mine 1ts status with respect to adverse drug effects. Of the 93 drug
products which mothers reported consuming during their pregnan-
ctes, 47 percent contain one or more ingredients with documented
adverse effects

As shown in table 2, almost half of the mothers consumed at
least one such decumented drug. Even worse to consider is the fact
that 70 percent of the drug ingredients mothers consumed during
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pregnancy apparently have no pubhshed reports of their satety or
luck of 1t, so their status with regard to adverse effects 1s unknown

Therefore, our results may seriously underestimate the true
exent of teratogenic exposure ’

During labor and delivery, mothers were administered 43 differ-
ent drugs Sixty percent of these obstetric drugs have been found to
produce adverse effects on offspring, according to previously pub-
lished research

As shown in table 2, 85 percent of the mothers received at least
one teratogenic drug during childbirth, and 64 percent received at
least two Of the 15 most frequently administered obstetric drugs,
10 are teratogenic or toxic, according to published research Of the
remaming five, four apparently have not been studied with respect
to adversé effects . - ,

Considering all the drugs prescribed during pregnancy, labor,
and delivery, how many have the FDA actually approved for those
uses”’ . N

After checking first with the Physicians’ Desk Reference and
then with the FDA, we conclude that only 1 out of 38 prescription
drugs represented n this study has been approved for use in preg-
nancy, labor. and dehivery

The significance of this for informed consent stems from an FDA
ruling of 1972 in which that agency very clearly and unambiguous-
ly stated that when approved drugs are used for nonapproved
purposes, they once again assume the status of experimental drags”

This means that when such experimental drugs are used on
pregnant and parturient women, those women become experimen-
tal subjects and must give informed consent for experimentation as
well as informed consent for treatment.

None of the mothers 1n our study had given informed consent for
the administration of experimental drugs

Now, let me turn to the information mothers had’ about the
drugs to which they were exposed. As table 1 indicates, mothers
knew very little about the drugs they consumed during pregnancy
Their mean prenatal drug information score was a mere 17 out of
2 possible points Most mothers knew why they had taken a drug,
for example, for morning sickness Some knew the name of the
drug Few, however, could summon up more informaticn about it

Mothers rarely mentioned drug risks or alternatives to drug
treatment '

These empirical data are in direct contradiction to (ommissioner
Hayes opinion as stated on his testimony, page 6, that the FDA
current mechanism™ for dissemination of information 1s generally
etfective

Mothers had even less information about the drugs to which thev
and therr infants were exposed during their | or and delivery The
mean obstetric drug information score was 33 out of 9 possible
points Faithng adequate information, mothers are not giving and
cannot give truly informed consent for treatment

[n summary. we are finding that mothers know very little about
the medications they take prenatally and even fess about the medi-
cations thev are administered during labor and delivery .

Farhng adequate information, a large number of babies are ex-
posed to drugs with teratogenie or toxic potential Adding to the
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gravity of this situation 1s the fact that two-thirds of the prenatal
drug ingredients and one-third of the obstetric drug ingredients
figuring in this study have no apparent, published documentation
with respect to their teratogenicity or toxicity. When information
1s thus lacking, informed consent for treatment .is also lacking

Finally, with rare exception, most prescription drugs to which
mothers and babies 1ire exposed are experimental drugs in that

they have not been approved for use in pregnancy, labor and
_ delivery. :

Under these circumstances, informed consent for experimenta-
tion 1s ethically and legallv required In practice, it 1s never off
tained

There are remedies for these problems Among the potential
solutions, I recommend the foilowing for your consideration My
first recommendation, as | have testified before, stems from the
fact that .the mother 1s a consumer She must bLe treated as an
intelligent human being, capable of understanding information on
drugs when it 1s wrnitten 1n plain English. capable of choosing
alternatives to drugs

Furthermore, she has the right to this information, just as a
smoker has the right to know that tobacco is 1njurious to her/his
health

't is currently within the power of the Federal Government to
arhieve these gools

The Department of Health and Human Services has two offices
to deal with consumer information and education One is the Office
of Misease Prevention and Health Promotion The other js the
National Center tor Health Care Technology,

[ recommend that DHHS prepare two versions of obstetric medi-
cation information one for the consumer and one for the profes-
sional

I turther recommend that the information be made available
through the appropriate DHHS offices-

My second recommendation 1s that you request FDA to continue
its program to require the informational brochures called patient
package inserts to be dispensed along with the drugs hkely to be
prescribed for pregnant and parturient women.

This program, under development for more than 2 years, was
shelved last spring when FDA apparently bowed -to the lobbying
efforts of drug manufacturers, physicians and pharmacists and to
the antiregulation Zeitgeist ot the present administration

My third recommendation 1s that you encourage FDA to make
available to consumers and health care providers a list of drugs
approved for use in pregnancy, labor and delivery

As we already noted. thereZg no such hist at present

My last recommendation 1s t seek enforcement of existing
sanctions against institutions and health care providers who fail to
obtain informed consent for experimentation before using drugs in
obstetrics that have not been approved for that purpose

Thank you again, Mr (tairman and members of the subcommut-
tee, for this opportunity to speak to you about teratogenic drugs
and problems of informed consent in obstetric drug administration

[The attachment tollows |
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Table 2

Exposure L0 Drugs with Documented Adverse Effects on Offspring
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Mr Gore. Thank you very much

Mr. Shamansky”

Mr. SuAMANSKY Thank you. Mr Chairman

Dr Ryan, you have to catch an airplane, so we will try to move
this on.

Please extend my respect to Dr. Freedman. This is an aside.
Having taken care of that important business, I am still concerned
about the apparent inability or the failure of the medical profes-
sion to address itself to the issue that we are talking about today

Why hasn’t something more been done. Why does it take Doris
Haire's devotion for 10 or 15 years” The devotion of a lay person?
Where is the initiative from the medical profession to cover the
area that Dr. Brackbill has spoken of?

Is 1t just the inertia? Is that what we are dealing with?

Dr. Ryan. It is hard to say. I can’t sit here and be a spokesman
for the American——

Mr SHaMANsKY. You are in a position to give us an opinion.

Dr Ryan. I think it is a combination of things. Things change
slowly. A lot of the studies that Dy. Brackbill did should have been
done long before she pursued them.

They were the neurobehavioral followups of children for the
collaborative study. They were stopped when we did not have
enough money to continue.

It takes a long time to get the kind of information you want.
People are creatures of habit. The medical profession changes
slowly, but there is no question that the drugs that were taken and
the things that were done in the 1950's are not what is going on in
this country today.

The Doris Haires, the women’s movement, informed consumer
groups and public hearings have in fact changed things.

Things are not perfect yet, but they are in the process of change.

Mr. SHAMANSKY But it seems to me that the Doris Haires are
making the change and I am looking for that spark within the
profession itself.

Where is the self-generating interest within the profession?

Dr RYAN. It is a question of what in point of fact you are looking
for. We don't generally come lobbying.

"~ Mr SHaMaNskyY That is the question. Why does the Government
have to come in” Why isn't the profession beating our door down?

Dr Ryan It is a combination of things. For one thing. a lot of
these individuals are busy doing work just like you are today I
have left an office of patients to come down to ashington. I think
that we are making progress. FDA is much better than 1t was
before the Kefauver hearings.

It is much better since the thalidomide tragedy That is the
process in the democratic system

You need the public lobbyist to be quite stridenrt to_get people’s
attention %

Mr SuamaNskY Can you tell me, does Harvard Medical School
make a conscious effort to encourage its staff and its students to be
aware of their responsibilities as jto obstetric medicine - usage—
assurning that they do have a respo‘mblhty in this area?
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Dr. Rvan. Again it is one of the things I try and do personally
Again I can’t speak for a huge institution, but the answer is yes,
we are trying to make the kind of changes.

Mr. SHAMANSKY Are you satisfied with your progress?

Dr Ryan. I don't know that one should ever be satisfied. I am
satisfied with the fact that since I cam~ to our institution that we
changed the law in Massachusetts to allow midwives into the State;
that we have reduced the incidence of anesthesia use for routine
delivery and I am sure Mrs. Haire will be pleased to know that we
have a large corridor used for women in labor to walk around
rather than being confined to bed.

I think these kinds of things.are taking place. I am shocked by
the news that more drug use is creeping into the system which I
“don’t condone, but our sphere of influence is limited.

We would like to get more texts out that reflect the modern
approach to obstetrical care and so on.

Mr. Goge. I am sure you heard Dr. Brackbill’s statement that 85
percent of the mothers surveyed received at least one teratogenic
drug during childbirth and 64 percent received at least two.

Dr Ryan. I don't know what drugs she talked about It probably
included aspirin, which she considered teratogenic.

+ I listed the four or five drugs that I know are teratogenic in the
human. There are a lot of animal studies which may or may not be
relevant. We know vitamin A is a teratogen and we excluded the
vitamins from any consideration at all.

Vitamin A is a teratogen in animals. There are specific differ-
ences that have to be taken into consideration.

Dr. BracksiLL. The most frequently administerell obstetric
drugs—this is not unique to the Umversny of Florida. I checked
with other universities such as the University of Michigan, and it
is very much the same.

In rank order of frequency, first it is dextrose and sodium ghlo-
ride. Maalox, oxytocin, promethazine (Phenergan), Meperidine
{Demerol), lidocaine, nitrous oxide, Fentanyl, anestine, curare, pen-
tothal, nesacaine, atropine, magnesium sulfate, and halothane.

Dr. Ryan. We should be cautious here because Dr. Brackbill is
using a more inclusive term for teratogenic than the one that is
ordinarily used.

She would include a behavioral effect as teratogenic result of
these drugs. | say the data on those drugs is limited.

Dr. BracksiLL. Most of the studies are structural teratology stud-
ies and they include various aspects, including decreased birth
weight, digital defects, abortion, cleft palate, delayed ossification,
skeletal abnormalities and growth rate.

Mr. Gore. I don't want to get bogged ¢ wn in definitions.

Dr Ryan. I think the quality of the testimony is important. The
thing 1 would submit is there is a confusion here when you use the
word teratology in Dr. Brackbill’s context and you quote for in-
stance that oxytocin might cause a cleft palate, when the drug is
not used at a time when it could cause cleft palate. It may cause
something else later on. We don’t have time, but there are deep-
seated differences in terms of the scientific evidence that people
are willing to accept.
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Mr Gore We are going te get into those, but they make it all
the more important for mothers to have available to them the best
information so they can make an intelligent choice

Dr RvaN You said in your letter, are those women therapeuti-
cally deprived? Af? they therapeutic orphans?

You just have fo ask the questions, what about aspirin? [ agree
tons of 1t are used What am I supposed to say to a woman? I will
tell you what I generally say .

Use during the first trimester of pregnancy should be avoided. If

you can’t stand your headache, take it.
* Mr Gore. What about the concerns raised by others, when you
say that and-when doctors generally say that the statement carries
with it an implication that use of the same drugs in the second two
trimesters is okay?

Dr Ryan The only thing you can say about its use in latter
trimesters is they can't cause the same kinds of abnormalities.

You can't presume they are okay .

Dr BracksiLL Excuse me. The period of risk for both structural
and functional teratogenesis extends well beyond the first trimes-
ter. Certainly for behavioral teratogenesis, until the point at which
the central nervous system has stopped developing at its most
rapid rate

A recent study has been done and submutted for publication
comparing the effects of nitrous oxide and haothane on mice. Acute
administrations of the drugs are given to one group prenatally and
to another group or just after birth. The effects on motor develop-
ment, locomotion and motor reflexes are the same for the two
periods of administration

Mr Gogke. It seems to me the real question remains, do you or do
you not warn the mother of known potential effects?

Dr Ryan. The answer to that question is, you should. They
should be informed.

I would include my caveat, however, [ don’t condone trivial use

< of drugs That takes away part of the issue. If the benefit of the

drug und the efficacy are tremendously important to the pregnant
woman then I think you have something to work with.

[ don't think we should discuss trivial use of drugs

Mr. Gore You answered the question yes we should warn moth-
ers of the potential effects. Unfortunately the answer to the ques-
tion. do we, 15 no They are not warned today

Dr Ryan I can tell you that efforts are being made National
foundations, such as the March of Dimes, so the Kennedys came on
TV You hear 1t over the radio. You asked how do you educate
people T think you have to pay attention to how people get educat-
ed in this country They are informed over television

I think eftorts have been made by certain foundations that are
concerned with birth defects hke the March of Dimes, to try and
educate people Every time you have a public hearing and it gets in
the newspaper, more people read 1t
Mg SHAMANSKY Are you satisfied with efforts by the Food and

Y Drug: Addministration or Health and Human Services to educate the
‘public?
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Dr. Ryan. No, I think they could do more, but I am sympathetic
to their problems. I have heard Donald Kennedy speak about this. |
am sympathetic to the problems of the bureaucracy and funding.
Mr. SHaMANSKY. | am sympathetic with funding too, but absent
a program, what is there to fund” .
Dr. RyaN. Good people When I talked about the bureaucracy, 1 :
had 1n mind turnover of personnel and the kind of people you have
doing these jobs. That 1s what there 1s to fund .
Mr. Gore. Let me compare two statements made by our two -
witnesses here. )
On page 4 Dr. Brackbill states.
When such experimentual drugs are used on pregnant and parturient women,
those women become experimental subjects and must give intormed consent for
5 ex&enmentatlon as well as informed consent for treatment

one of the mothers 1n our study had given informed consent for the adminmstra-
tion of expernimental drugs

On page five of your statement, Dr. Ryan, you say that:

Studies can be ethically conducted during human pregnancy 1f the investigators
adhere to the principles of respect for human lifs, benificence and justice It wou,l
be unethical if studies are not performed which thereby would deny availability of
the drugs to women and thr offspring

[y

Now, the question of t ecessity to inform women, it seems to
me, 1s at the interface between these two statements.

r RyaN. Let me clarify that In the end it is ironic, but it is
true [ agree with most of the conclusions Dr. Brackbill comes to.
We just come from a different perspective. I don't disagree with the
recommendations she has made, but I think the point is that using
each individual pregnant woman as an experimental subject does
not generate the kind of information that you are talking -about.

You need sophisticated studies prior, to the fact that these drugs
get into use where each pregnant woman becomes an experimental
subject for her individual doctor and he has to say “This drug is
not approved for use by FDA.”

It was only recentf; that Ritodrine, a drug used to prevent
premature labor, was approved while this drug was used in Europe
vears earlier. There 1s a certain slowness in the FDA, and medical
progress goes faster than they. You get drugs getting into use when
adequate studies have not been carried out . '

Mr. GORE. Qur next panel will talk at some length about Rito-
drine but could you state more specifically the parameters you
think would have to be followed if such resgarch using pregnant
mothers 1n this way 1s to remamn ethical and within human
research regulations? . .

Dr Ryan. I would refer you to our commission report, but I will
summarize.

Mr Gork. I read that last night. .

Dr. Ryan. 1 would summarize because that was the first report -
we put out. Research in human pregnancy not only would be
ethical, but should be encouraged in line with our discussions
today Drugs should be adequately tested in animals for
teratogenicity including in subhuman primates. Drugs should be
tested 1n adult men and women prior to being used in human
pregnancy and drugs should be demonstrated to be reasonably safe
and efficacious for the medical indicators proposed. Then that drug
huas a place in humar pregnancy. Only after that time should one
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start the study in human pregnancy. The drug has already gone
through an elaborate testing process, but you are not now testing
whether 1t works You know 1t works reasonably well. You don't

know of any adverse effects. but now you want to see if any occur.

That us the kind of study 1 think all of us are asking for. .

Mr Gore I want to recognize Mr. Walgren, but I want to make
a brief statement first.

It seems to me when a pregnant mother 1s involved, the fact that
the fetus 1s put at risk ought to lead society and FDA, as the
instrument of socidty, 1n this area to bend over backward to pro-
vide more information rather than less to the mother of that fetus
in order that we protect the fetus against the possibility of the
harm which results. but 1n fact that has not been the response of
soctety or the response of the FDA.

We will pursue this more later. Let me recognize Mr. Walgren.

Mr WALGREN Dr. Ryan, you indicate on page 2 of your testimo-
ny that a drug should not ordinarily be used in pregnancy unless
needed and its efficacy—underline efficacy—is known I have been
trying to understand the relationship of Bendectin to the medical
profession, and I understand this is an area that has been gone
over

On the other hand, at a recent session of an advisory committee
on maternal and child health, Marian Finkel of FDA said for the
record that “The effectivness of Bendectin in cases of severe nausea
and not responsive to nondrug methods has not been established ”
“That is a direct quote. It has not been established.

My question 1s, where are we on that issue, to your knowledge?
It seems if you apply the statement that you make on the record,
that vou certainly would not encourage the use of that drug.

Dr Ryan I do not encourage the use of drugs during the first
trimester of pregnancy, but I can tell you some patients are quite
tll. and will take medication’ even if they are warned of potential
risk

Generally, if we have a patient that cannot cope we will hospital-
1z¢ them for nausea and vomiting, but this is rare. I do not encour-
age use of drugs during the first trimester because there are un-
known risks and the problems are usually self-limited

There are patients who tolerate discomfort poorly, and they want
something for help % *

Mr WALGREN On one of the things that strikes me 1n this area
is that every pregnant woman does experience nausea—or by and
large—and put a drug on the market and activelv market it for
relief of that symptom and one everyone is going to complain about
and probably most people that have never been pregnant are ap-
prehensive about and wonder what that experience is going to be—
it seems to me there would be a tendency for overuse of that drug
or use- under circumstances that are not ultimately compelling

My problem 15 [ read the label on the drug and it 1s in such
confusing language that any warning or true restriction of that
drug to the ultimate case whére you really would feel that the risk
whatever 1t 1« may be justified because” of the need of that pa-
tient—the warning 15 <o diluted that [ would think commonsense
telis us, people are taking this drug way bevond what vou recom-
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mend, what FDA recommends, and even what the manufacturer
recommends  * 4

Do vou have any suggestion?

Dr Rvan We are a drug-taking society The taking of mood-
altering drugs. for' example, 1s extraordinarily high. I am not here
to grandstand about abuses in the drug industry 1 am talking just
about pregnancy. We all know the first trimester is a high risk
area. Later on in pregnancy the risks are less when known.

I would recommend that we avgid drug use unless all else fails. |
think there are alternatives and a lot of what the patient does will
depend upon the kind of care and support she gets from the health
care system.

Mr WaLGREN You rely on FDA to represent that a drug is
meffective, do you not?

Dr Ryan. Yes and no

Mr WaLGREN There would be no point in prescribing a drug
that was not effective.

Dr Ryan. I think at the minimum [ would say yes, but I do try
and get students to go back and look at the original studies and see
what was done to establish the efficacy of the drug, whether or not
there were controls, whether they were blinded.

There was discussion earlier about whether the drug design was
available to FDA I would like the FDA Commissioner to respond
to that I can assure vou that the drug design is a critical part of
the drug approval process, and the FDA ordinarily controls the
nature of the drug design.

I think you should pursue that We do rely on FDA and their
advisory commuttees to help us, but we also try tg go back to the
original literature as well

Mr Gore. Thank you

A couple of more brief questions.

First, it is true, is it not, that you were chairman of the National
Commuission on Research

Dr Ryan. Protection of human subjects.

Mr Gore You all concluded that the¢ mother should not be
allowed to consent to participate in nontherapeutic research direct-
ed at the fetus after a decision to abort.

Dr Rya~ Yes .

Mr Gore [ agree with that decision, but the reason I make note
of 1t 1n the record at this point is to highlight the fact that that
decision does represent a barrier of sorts to the acquisition of more
information in this particular area.

I think it is an appropriate decision and a barrier that should
remain, but in discussing the absence of data we ought to realize
that some of the absence of data is due to that ethical decision.

Dr Ryan May I also respond to that because I think that we
recetved a lot of testimony about the need for research, involving
aborted fetuses and the need for that kind of research is not great.

I don't think we should use the abortion issue, to cloud the whole
question of appropriate research on pregnant women in which the
concern is the future health and well-being of children.

Some people say because of informed consent you can’t do
research now, or If we had to apply our regulations today, we could
not have done such and such research done in the past
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I fin' that argument specious anu used as a rear guard attack on
any regulations with respect to human research

Mr Gore. It was a close vote on the commission, was 1t not”?

Dr Ryan That report was the firs: one the commission complet-
ed We were under the gun from Congress because there was a
moratorium on fetal research which stopped all kinds of research

Scientists would not do any research in pregnancy at that partic-
ular time. At the end of 3 months, we rendered our report and
suggested that the moratorium be lifted

Mr Goge. Mr. Shamansky”

Mr. SuamanskyY. Thank vou, Mr Chairman.

Dr Brackbill, I w/as so taken—and I think the chairman respond-
ed the same way—with the commonsense aspect of vour suggestion
that there be twv versions of obstetric medical information, one for
the consumer and one for the professional

Why in the world 1sn’t there” ] :

Dr BracksiiL. That is a question that ought better be directed I
suppose toward the Commissioner of FDA and the head of DHHS.
It is very possible to displease effective consumer information U.S.
Pharmacopia 1s starting to dispense information for patients that is
in readable English, wyritten at a 6th-grade level. They were shoot-
ing for {th-grade level, but they ended up with 6th-grade. It is
emimently understandable and clearly written They are at present
dealing with drugs frequently used in pregnancy.

Mr Snamansky Is there resistance coming from the drug com-
panies to using the two versions”’

Dr. BracksiLL I don't know how extensively U.S. Pharmacopia
1s distributed, particularly the dispensing information for patients.
This is something that is a relatively new item in their production,
and of course it is privately funded.

It 15 not due to any FDA efforts—as a matter of fact, they did

have some resistance from FDA to their undertaking this task,

Mr Gore. If 1 could be so bold as to advance an answer to my
colleague’s questions, I don't think there is any doubt whatsoever
that the pharmaceutical industry has so strongly and violently
opposed a greater effort to provide information directly to the
consumer

It 1s purely financial both with respect to the cost of printing the
information and perhaps with respect to the concern that the
greater availability of that information would lead to a dramatic
reduction in the use of the products heing manufactured so profit-
ably today .

THat 15 exactly what 1 believe The import of your study, Dr
Brackbill, is that in fact pregnant mothers do not have the
information to which they are entitled as citizens of this country.

Mr Snamansky Just the one guestion Is there anything neces-
sarily irreconcilable between the goals which Mrs Haire is seeking
and what vou think 1s fair?

Dr Ryax Not at all, but [ don't want to be misunderstood. I
have not read the 15 or 20 recommendations she made 1n detail

Mr SHaMansky [ am not talking ahol the recommendations. [
am talking about the general thrust

Dr Ryan With respect to the recommendations that Dr. Brack-
bill made, I am in complete agreement that patie: »ught to be
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informed [t ought to be & system of intormation that they can
understand

[ don't know whether we have done enough i osearch on the type
of information that should be given to patients They are beginning
to look now at this There was this concern about a package insert
for estrogen use postmenopausally

I think that we are better off. with nivre public information, 1
agree with Mrs Haire Physician- are better off, and drug compa-
ntes are better oft when more complete intormation is provided

Mr Gore Thank you very much Thanks te vour patients, who
have been inconvenienced by vour appearance here today Dr
Brackbill. thank vou for your testimony and the excellent work
vou aave done n this area We appreaiate it

ir Gore Our neat panel consists of Dr Phillip Goldsten, chair-

man ol the Department of Obstetries and Gynecology at Johns
Hopkins University Medicd] School. Dr Sunford Cohen. chairman
of the Department of Pediatries, Wayvne State University, ang Dr
Sumner Yatte, vrotessor of pediatrics and ph(nrnmwl()g at Chil-
drens Hospital 1in Philadelphia

It vou would make vour way to the witness table

Welcome, gentlemen We certainly appreciate vour willingness to
come here today and your patience throughout the morning With-
outrobjection, your prepared statements will be put into the record,
and we would like to begin the presentations with you, Dr Gold-
stemn

Welcome, and please go ahead

STATEMENTS  OF I)R.\’ PHILLIP  GOLDSTEIN, CHAIRMAN,
DEPARTMENT OF OBSTETRICS AND GYNECOLOGY, JOHNS
HOPKINS UNIVERSITY MEDICAL SCHOOL, BALTIMORE, MD.:
DR. SANFORD COHEN. CHAIRMAN, DEPARTMENT OF PEDIAT.
RICS, WAYNE STATE UNIVERSITY, DETROIT, MICH.; AND DK.
SUMNER YAFFE. PROFESSOR OF PEDIATRICS AND PHARMA-
COLOGY. CHILDRENS' HOSPITAL. PHILADELPHIA, PA/

Dr Gorostery Thank you very much

I will probably deviate from myv prepared statement several
times since 1t 1s in my nature to ramble I am a simple country
doctor trom Baltimore, and we tend to do that

I would hike to indicate, though, that there was a question raised
earlier about ultrasound in two or three issues, and as a high risk
obstetriciin, we do use ultrasound a lot

I would ke to call the committee’s ttention to a pher omenon
that vou are probably tamihiar with I vou are going to look at the
outcome of ultrasound. yvou have 1o umtml that outcome based on
the 1indications for the use

Now, il you have people who are having abrnormal bleeding or
abnormal presentation. abnormal uterme growth early in pregnan-
ov, and vou subject that type of people to ultrasound. one of these
questions I would yvou to ponder during the remander of myv pres-
entation 1~ how are you not gomg to offer ultrasound to nalf a
group and sayv that the outcome in one group was better or worse
than the outcome ot the tormer group”

[ am sure Dr Slone will discuss that st greater detail
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Mr Gore Obviousls vou can't It 1~ the same kind of limitation
that hampers the acquisition of data in other areas that this ssue
T aInes

Dr Gorpstein I did not want to leave the 1ssue of ultrasound
hanging as to there 15 something that is being perpetrated daily
and the outcome of a patient with who requires ultrasound would
result in an abnormal fetus In fact 1t might be exactly the oppo-
site, but that s another story

Mr Gorre But a second-best study could be done The best kind
of study from a chnical point of view would be the one vou de-
scribed. which cannot be performed A second-best stady would be
o follow up the outcomes of fetuses upon whom ultrasound was
used and compare 1t to a contrc” group that had not been subjected

ultrasound

Dr GorpsteIn, I <miled at your second-best study Maybe we will
tatk about that in a second Let me continue

I alsu want to thank whoever designed the intreduction because I
feel hike yueen tor a day I am not chairman of Johns Hopkins My
hose would probably get very nervous.

I am obstetrieian and gynecologist-in chief at Sinai Hopsital in
Haltimore This Is one of the largest, if not the largest obstetric
~ervice 1n the State Dr King s the professor and chairman. I am
salaried by the hospital, and [ specialize in high-risk pregnancy, or
maternal fotal medicine

I am. therefore. 1n position to view the medical care of the
pregnant women from both academic -.nd private practitioner
paints of view

The outcome of these pregnancies 1, a paysically normal and
heaithy baby at least 90 percent of the ume The other 6 to 10
percent vield babies who have either congenital heart diseass, cleft
lip and or palate or some other anomaly.

It took many vears to define this four- t. eight-fold increased risk
in such situations because of the small number of such pregnancies
each year and the poor reporting network that existed for so many
ViR,

This stresses the need to maintain 1 good surverliance program
tor eprdenuotosical research However, now that this risk 1s known.
what can a physician, what <an a regulatory agency establish as a
procedure 1o follow or a general wclicy for each voung woman
without eprlepsy

Some phyvsicians suggest that ali such women should be advised
never to have children Others sugpest that medication should be
~topped when pregnancy s planned, or occurs without rranning, a
very hazardous suggestion, not tahen seriously by most physicians
since a4 woman who needs the anticonvulsant therapy can be
harmed and her pregnancy jeopardized f drugs are discontinued
and sezures atlowed to occur without greater trequency, while
others ancluding me —suggest that women without epilepsy that
requites treatment <shonld not recerve anticonvulsant therapy into
therr child-bearing vears because of an old history of a seizure
disorder and women who truly need treatment receive the treat-
ment and encouragement that, while warning of the risks, stress
the positive wide of the availahle data, that 1s. more than 90
percent of the time the bahby will be normal and 1n most cases

e 175

Aruitoxt provided by Eic: .




176

where abnormalities cecur. the abnormahity 1s not hfe-threatening
and can be repaired surgically

This 15 medical practice, and 1t cannot be regulated effectively by
an agency such as the FDA Government could impact on this type
ot problem through stimuli that will improve all phases of siedical
education in this important area and through regulations that
mand: e intensive post-marketing scrutiny of the outcome of preg-
nancy when a new drug 1s mtroduced into clinical use for condi-
tions such as epilepsy—and thage are many other- —for which rea-
sonably good agents are alreudy available and we know the risks
these agents pose

[ will not expand upon the type of aberration that may lead to
fetal yrowth retardation since time s short, but I would like to say
a few words about the problem of early infancy functional
problems. since these are truly pediatric issues and are probably
far more frequent historically than the more dramatic teratological
conditions we hear so much about

These functional abnormalities may involve attention span, the
ability to respond appropriately or to extinguish responses when
appropriate after visual or auditory stimuli They may involve
sucking etfictency or the sleep-awake cycle They may last only a
few hours or a few months, but they are real. and their long-term
implications are still not known

The drugs that produce them are generally administered to
deaden pain or to alter the state ot consciousness and/or awareness
and anxiety in the women during the course of labor

The FDA may have a role 1n protecting infants frc  the as yet
unknown conséquences of the apparently temporary witerations in
function mentioned above The agency might attempt to develop a
statement for the labeling that goes with any drug that affects the
central nervous system or behav.or which points out that all such
drugs should be used with discretion during labor since they have
the potential to depress the newborn infant's functional capabili-
ties for a variable period of time after birth, as well as the
woman’s, when administered prior to the infant’s birth.

Finally, let me state that the pregnant woman is considered to be
a member of a special group whenever there is discussion concern-
ing the ethics of human experimentation. Other special groups
tinclude mmor children and institutionalized individuals, whether
retarded persons, prisoners, or residents of a psychiatric facility.

Pregnant women are special in the main since the risks to the
fetus of investigation on the woman may not be known and, even if
known, there 1s some question of the etnical and legal status of her
consent for research that will affect her fetus.

One major advance that I would like to encourage 1s the develop-
ment of a mechanism whereby as much information as possible can
be gleaned for our future knowledge from careful studies of
women, their tetuses, while still 1n utero, and their infants after
birth, when there 1s a true medical indication for the introduction
of a new drug's use, or the use of an older, poorly studied drug,
during the pregnancy

Su-h studies will be 1n a much clearer ethical and legal position
but will require the availab:hity of skilled individuals in a number
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of locations to take advantage of the clinical situations as they
arise.

The subject of drugs and pregnancy 15 extremely complex Very
simply put, I see the process as being one in which all parties who
take care of pregnant women agree that there arc likely to be
“vicums,” the children. But, who are the “criminals’™ The mothers
who inadvertently take the drugs” The FDA for not having the
wherewithal to properly test drugs. especially on humans? The
physicians who prescribe drugs believing that the drugs are useful?
Or, the drug company who develops a drug which they feel will
tmpact on health in a positive sense? There 1s no question that
some drugs are likely to affect the fetus On the other hand, there
is no question that some drugs are extremely necessary in the care
of pregnant women and the risk versus the benefit of these drugs
must be weighed

Consider the dilemma of the delivery r“ a premature child Al-
though we know ot several factors tha. predispose a pregnant
woman to give birth prematurely, the most common s.tuation 1is
one in which the pregnant woman goes into labor prematurely
without apparent cause The major cause of mortality in newborn
infants is prematurity, because the premature 1s born with imma-
turely tormed organ systems such as the bramn, the lungs, the
kidney, and the liver Such children are extremely fragile and.are
at risk for birth injuries and complications of care Therefore, the
prevention of such labor 1s one of medicine's highest priorities In
an effort to prevent premature birth, drugs have been used for
several decades to inhibit uterine contractors

One class of drugs 1s based on a f.mily of hormones, one member
of which you may recognize by the name “adrenalin.” Adrenalin
itself is not used as a labor inhibiting agent Such hormones, when
altered by skillful chemists, can be changed so that some of their
troublesome side effects are reduced. and their more desirable ef-
fects emphasized (ne such decirahle effact is the inhibition of
labor Since these agents affect many organs in the body, and since
they travel from the mother through the placenta into the baby,
the need to evaluate the long-term side effects of such agents is of
critical importance To date, despite the fact that such drugs are
being used, some with FDA approval, little comprehensive long-
term followup with appropriate controls 1s ongoing in the children
who receive the drugs while their mother 1s in labor, whether the
labor stops or not

Obviously this drug fails in a reasonable number of cases, and as
a result, the child 1s born with the drug physically measurable
onboard Here we have a situation 1n which literally millions of
doses of these drugs are reaching the most fragile of our newborns,
the premature, without a scintilla of evidence to support the con-
cept that in 21 years behavioral change will not o0 r in these
children, changes which may be contrary to normatl »...ety Alter-
natively, should such drugs prove to “e extremely effective and
hundreds of premature infants are saved but i in every 100 1s
damaged as a direct result of the drug. what do we do then” Do we
focus on the 9 who might not be alive except for the drug or on
the one, the casualty, the victim
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Phis 1= not tere congecture on my part | am sute vou are
tamiliar with the recent medical stery i which diethy [snlbestrol,
ot DES. was viven to pregnant women in the mistahen helief that
the prgunancy would be helped and supported hormonally by the
drug 3“[1(' temale otf<pring dt the 'nothers who recenved DES seem
to be at risk for the development of an unusual form oi cancer of
the temale reproductive system This cancer, of course, 15 not going
to be present as soon a~ the child 1= born, but may appear at an
unhnewn period of tigne tar along 1in the young woman's lifetime

Thi~ then iliustrates that today s dfugs mav not cause disease for
hitefally vears atter the baby's birth But the_physicians who pre-
scribed the drug certamnly never intended to damage the children,
a~ ~ume media coverage make the situation seem For another
extieme example. one can sunply look at the apparently most
InHotuous agent, vet most vital agent, used 1n treating premature
intants The agent 15 oxyzen Certainly. nobody would deny th:t
oxyvgen 1S a vital component to medical care tor individuals having
tespiratory distress Unfortunately, as many as 10000 children
were blinded as a result of the use of oxygen

Di William Silverman has used this exampie to try to impress
on the rest of his medical colleagues that only by controlled clinical
trials can we evaluate any agent He has also ~tressed that blind-
ness of @ similar nature occurs even without high oxygen. which
child would have been blinded anvhow e has almost despaired of
being able to wonvinee the American public and, indeed, his
medical colleagues. that just'because we teel good about a therapy
does not mean that the therapy 1s, in fact, a good one A great
professor has stated. "1 can give all of my patients a drug, [ can't
vive half of my patjents the drug ™

The contral of which | speak probably cannot come from the
Federal Government through FDA The control must come from
climeal trials conducted m environments in which scientific in-
quiry can be allowed to flourish Consumers should have mput 1nto
the process since the system exists to benefit, not hurt. them In
such an eavironment. multiple drugs which inhibit labor, tor in-
stance. might be compared on a national basis The epidemiologists
and bioethicists have more to say on this subject. | am sure

[ would like to address a few guestions about the role of the FDA
and drugs in pregnancy 1 can understand and appreciate the con-
cern that those of us who use drugs in pregnancy are never com-
pletels sure of ubtle or not so subtle side effects which may affect
the fetus 1 also understand that the FDA s the watchdog of the
American people, whose job 1t - to protect citizens from untoward
events relatinve to drugs Realistically, however, how 15 1t possible to
monitor all druis used and all effects dentified” Such a surveil
lance 15 clearly impossible and would stretch our resources far
beyond therr capabiity to expand

I'mentioned to Mrs Flare that if the aspiration for oversight by
FDA were to be fulfilled, ot would make the Pentagon look like an
anthilt: Ultimazely, we will always be dependent on the appropri-
ate  controls of  science. phvsician comphiance,  and  patient
educaaon

It T may, I would ke to indicate to you some of the problems
with which both the practicing obstetrician and the academic ob-
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\;“n-tymgm mu~t deal i such drug tads Fist of all, people must be
randomized as 1o thowe who recene and those who dont recerve
drugs The aowls of indiznation which may result when the public
percenves that wodrug 1s being withheld from one group 1s very
evident an the recent laetrile controversy ~ For instance. Mrs
Haire s well-meaning criticism ot drug effects as a4 consumer adyo-
cate. could eastly be matched by women who eeceved |dor pain
relief and thunk God tor 1t

What are the physiologic resuits of unreheved discomfort in the
tetu~’ Psyvchological imbalance, emotional imbalance When a
womman i~ terrified, there 15 no question thut there mayv be—there
1> a distinet possibility that the hormonal response to fear may
have an adverse ettect on uterime hlood flow and on into the
INTLAUlerine passage

Mr Gore I am compelled to interrapt at that point. if [ might
brietly The very suhtle and Aitficult ethical 1=sues which are raised
bv expbsing the tetus as well as the mother to drugs which carry
rish with ther I think i othe past have been short circuited by an
assumption on the part of too mans that the fetus i~ also put at
tith by pamn expenenced by the mother The amount of evidence to
support that ink 1~ how much” I~ there any”

Dr Gorpstriv Yes there 1 Mr Shamansky was addressing that
que~tion to M1 Ryvan n o little bit difterent way which is why the
medical protession has not responded 1in a certain wasy to known
events You mav Le surprised to hear that there muay be some class
strata macademic medicine and there 1= no question that a f{ine
amount of rescarch on the effect of catcalnune release. which 1s a
tear producing hormone, 1in fact. may have symnificant effect on
tetus and labor That 1~ in the subhuman primate, and a~ a conse-
quence. 1t is subject 16 enitical review

Smilar datios not available in the hunan, hut there 1= a decent
body of information ahait catcalmine release i the suhhuman
printate

“Mi, Gore Please proceed

Dr Gorosteis Another problent obstetrically is the precise defi-
ninon of premature labor Uterine contraction or labor pains com-
moniy recede spontanesusly and not all women who have uterine
contraction~ will continue 1in premature labor Second. what we
know about premature labor 1+ that the more advanced iz 1 hor
The patient becomes as evidenced by ¢changes 1n her uterus, the less
shely we are to be ab « to top that process

So the most important controlled ¢hinweal trial that we could
develop would, by necessity, involve a large number of women,
whom we hnow by experience would never continue to go on to
debver o premature child Yet, we would have to include them in
order to yuarantee that we would know which drugs woeuld be
etective in ~topping the re<t wi o might have delivered

Needless to <av, the numbers of women which would have to be
recruited would be tremendous since the' large percentage of each
group that was u~ed a~ the control group, meaning recerving no
drugs, would probably <top ~pontaneously  Another problem with
such a <tudy would be that the term of the followup of the infagts
should be doszens of vears While awaiting the outcome of such a
trial, we would be denving women currer'’s in premature labor
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the use of an agent which, to the best of our information, seems to
be very effective 1n stopping labor

Another problem is the woman who would choose not to be a
part of such a study, which of course would be their right But that
would mean that the studv groups were. in fact, biased by selec- .
tion And what 1 1n 21 or 30 vears, the offspring who are borg. who
had the drug during the premature period, ant were sucebssfullv
kept 1n utero, manifested some behavioral change or an abnormai-
ity which seemed to be related to the drug” Would the manuftur- .
ers or the physician who used the drug and possibly saved the
child’s life be subject to a medical malpractice suit?

I was interested in Mr Bingham’s presen.ation because in the
15th or 16th paragraph which he submitted from the newspaper—I
helieve it was called the Co-Op News—it mentioned that the indi-
vidual who had the brain-damaged child had a suit against the
institution 1n which the alleged offense had occurred. The institu-
tion offered the plaintitt an award. an amount of money However,
the plaintiff turned down the award, and the trial was brought to
suit and the detendant was found not guilty So a jury of peers 1n
one of the indexed cases helping to promote this topic found the
detendant 1n the case not gullty

Mr Gore | am not sure what vou mean. Do you mean the
yuestion Would the manutacturers or the physician who used the
drug and possiblv sived the child’s life be subject to a medical
malpractice suit” 1 know vou are not advancing that as a reason
for not doing the study

Dr Goupstein No, | think 1t 1s a question that needs to be
answered and some clear direction given

Mr Gore It comes at the end of a hst of difficulties that would
be encountered in doing the study Do you intend that to be an-
other difficulty?

Dr Gorpstein Absolutely [t vou are going to recruit private
physicians, they need some assurances that in conducting a trial
for the goud ot mankind they are not swept up in some practice
which, 1n fact. 15 going to seriously impair their ability——

Mr Gore So you do mean that”

Dr GOLDSTEIN Sure

Mr Gogre [ understand what you are getting at. Please go ahead

Dr GoubsteIn While we are focusing on the premature as a
tragile recipient of drugs, the apparent effects of alcohol and smok-
ing 1n causing premature and low birth weght babies far
outweighs the consequences of other drug use In fact, it is very .
Likely that smoking. alcohol, and poor nutrition cause as much
mischief 1n human development as all other drugs put together.
Should good nutrition be classified as a “‘drug’ by this comm tte-?
If this inquiry has as 1ts goal the overall health of the Amei~n -
people. decent prenatal nutrition must be the cornerstone

Obviously the environment 1n which drugs are given depends on
the state of the recipient ingesting the drug A poorly nourished
person will have a different drug interaction with nutrition, for
instance, than a well-nourished person. For instance, 1n a good, |
well-balanced diet, prior to and during pregnancy, iron tablet sup-
plementation might not even be necessary " Yet, tron provisior is a
common drug used 1n pregnancy .

131




I~1

Lastly, the media are not an appropriate forum for scientific
inquiry and debate The New England Journal ot Medicine has a
policy that any finding, drug related or not. which has been re-
leased to the press betore a board of editorial policy has reviewed
the adequacy of the data and the adequacy of the conclusions will
not be published on its pages One cannot have an emotional and
strident debate which polarizes groups, consumers versus providers,
and expect to see improvement 1n the way we care for women and
children Only by the use of calm, scientific, vbhjective inyuiry are
we going to be able to dentify whether we are doing better or
worse than we might have done without the technology currently
available '

[ want to thank vou tfor allowing me to be with vou todayv. and I
would hke to try to answer any questions which my presentation
nmight have generated

Mr Gogrr Your last paragraph J\ould not be interpreted, shouid
i, as o recommendation to withhold data from consumers and
allow 1t to appear only 1n scientific journals?

Dr GorpsteiN No The fact that Mrs Haire had something to do
with me being here, 1 think, lends credibility to the fact I don't
think withholding information s 1n any way going to improve the
health ot our people [ think you should never withhold
mformation, but the information has to be presented in an objec-
tive form

All of us can ate the ~sensational beings extracted out of a paper
which in fact mav have been conjecture on the part of the author
in the discussion part of a paper which may or may not apply to
the data which the author has generated

Mr Gorr Let me note in passing | certainly agree with you
ahout the nutrition, and ~moking, and alcohol No question about
1t

Mr Guoxr Thank vou Now. {sr Cohen

Dy Conen Thank you, Mr Chairman

In addition to the title which 1< histed tor me as charrman of the
Department of Pediatties at Wayne State Univer<ty, I would like
to dentify myselt with some of the other things I do | am also
pediatrician-in-chiet at the Children’s Hospital of Michigan in De-
troit I am also an associate member of the Department of Pharma-
cology at Wasne State and an adjunct lecturer in the School of
Pablic Health ar the University of Michigan

[ have been o student of <ome of the jesuos weing discussed this
morning for nearly 20 vears | bave taken the iberty of distribut-
M to statt copes of two papers on the subject of othies of drug
re~search in children

I should like to point out at the outset that while not an apolo-
st for the Food and Dy Admimistration | have been quoted as
an agmirer of the way the agency acquits 1itself <o well 1n general,
i the tace of an impossibie charge It has perhaps the most numer-
ou~ and disparate respon-ibilities of ans comparahle governmental
regulatory body p the worlid

Furthermore r the area of protection of the fetus and newly
born the FIVA hu mandated responsibilities that far out strip any
human agencv < ey o tully comprehend, Ter aloae fulfill This
1~ due tethe hiokoes ot desclopme o and because of the value of the
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possible embryopathy and tetopathic effects of foreign compounds
introduced during a woman's pregnancy ’

There are four main types of pathologic etiects that may be
ascribed to drugs taken during pregnancy. These are (1) severe
abnormalities of embryonic, fetal, or maternal physiology which
lead to intrauterine death and. or spontaneous abortion tor miscar-
riage); 121 structural defects in the developing fetus (teratogenesis),
3 growth retardation during intrauterine life, and (4 functional
defects, which frequently manifest themselves during the periods of
early infancy that follow birth It must be recognized that human
pregnancy and fetal development 1s unique 1n biology in more than
its end product there 15 no other species which has the same
combination of type of placentation. duration of normal festation,
exposure to changing environmental and emotional conditions,
variation i dietary intake and rest-exercise cycles, and a host of
other characteristics of the human To be sure, many specific char-
actersties are mimicked by other species or can be produced in
laboratories. but as in other issues involving a question of varn-
ations trom a broad range of what we refer to as normal sftuations,
only the universe of human gestations and births are the proper
control for births which occur under certain unusual conditions,
~uch g in the presence of drugs

While there 1s no certainty, 1t s hikely that a drug which dis-
turb~ physiology enough to cause fetal death in man will also cause
death. or at least obvious deviations from normal in laboratory
antmal species Thus, initial screening of drugs in the laboratory
should reveal which ones must be excluded from use by women of
childbearing age who may become pregnant during the course of
therapy  Of course 1t must be understood that, as is always the
ciase, this general statement should be modified 1n specific clinical
situation= For example, 1f the drug in question 1s the only one
avarlanle to treat a seriously 1ll woman, 1t mught be indicated to
prescobe it with the caution that she take steps to avoid pregnan-
¢y, and worry about the product of a pregnancy that occurs despite
the warning afterwards

Furthermore, should a drug slip through such screening prac-
tices, 1ts etfects upon fetal development should become known very
~hortly after 1t 1s introduced into chinical use, if there is an appreo-
priate method available to accumulate data on miscarriages in
women who have taken the drug

Structural defects are produced during the period when struc-
tures are being formed. or during the preceding pertods when early
embryonic cells are being organized to form the structures The
period of organogenests, excepting CNS, 1n man s completed before
the toth day of gestation, when the two separate precursors of the
palate fuse tn the midline on approximately the 57th day after
fertilizatton Thus, in the human all physical-structural defects are
produced during a period when many women are unaware of their
pregnant state and many are produced, or predetermined, during a

yrmd when no woman can be aware of her pregnancy

The incidence of physical anomalies 1n our population is aporoxi-

s mately 30 per 1LOOO hive births or 3 to 5 percent Fewer than half of

Q

these are significant in the sense that they are a threat to the
intant « normal growth and development or require significant sur-
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gical intervention Close to 70 pervent of these anomalies cannot be
traced to a provable cause @ the present time Only about 2
percent are regarded as known to be associated with specific drug
use early in the pregnancy Intensive epidemiological studies over
long periods of time are essential if we are to define the associ-
ations of some of the other anomalies with specific drug entities
Even after the association 15 known, 1t will almost certainly be one
of increased risk rather than a causative association in a specific
casre Let me use an example to explain the meaning of this:
Approximately 3 live births per 1,000 occur in epileptic women,
almost all of whom have received anticonvulsant drug therapy
throughout their pregnancy and, indeed. for some time prior to
conception

The outcome of these pregnancies 1s a physically normal and
healthy baby at least ¥) percent of the time The other  to 10
percent yield babies who have either congenital heart disease, cleft
hip and/or palate, or some other anomaly It took many vears to
define this fourtold to eightfold increased risk in such situations
because of the small number of such pregnancies each vear and the
poor reporting network that existed for so many vears. This stress-
es the need to maintamn a good surveillance program for epidemi-
ological research. However, now that this risk 1s known, what can
a physician, what can a regulatory agency establish as a procedure
to follow or a general policy for young women with epilepsy” Some
physicians suggest that all such women should be advised never to
have children Others sugpest that medication should be stopped
when pregnancy is planned or occurs without planning—a very
hazardous suggestion not taken seriously by most physicians, since
a women who needs the anticonvulsant therapy can be harmed and
her pregnancy jevpardized if drugs are discontinued and seizures
allowed to occur with greater frequency—while others—including
me—snggest that women without epilepsy that requires treatment
should not receive anticonvulsant therapy into their childbearing
vears because of an old history of a seizure disorder. and women
who truly need treatmaent reccive the treatment and encourage-
ment that, while warning of the risks, stresses the positive side of
the available data, that is, more than 20 percent of the time the
baby will be normal and in mest cases where abnormalities occur
the abnormality 1~ not hfe-threatening and can be repaired surgi-
cally This 1s medical practice and it cannot be regulated effectivelv
by an agency such as the FDA, Government could impact on this
tyvpe of problem through stimuli that will improve all phases of
medical education in this mmportant area and through regulations
that mandate intensive postmarketing scrutinv of the outcome of
pregnancy when a new drug s introduced into chmical use for
conditions such as eptlepsv—and there are many others—for which
reasonably good agents are already available and we know the
risks these agents pose

[ will not expand upon the type of aberration that may lead to
fetal growth retardation, since time 1s short, but [ would like to say
a few words about  the- problem of early infancy  functional
problems, <ince these are truly pediatric ssues and are probably
far more trequent historically than the teratological cond:tions we
hear ~o much about These tunctional abnormalities may involve

£
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attention span, the abijgty to respond-appropriately or to extin-
guish responses when appropriate after’visual or auditory stimuli
They may involve sucking efficiency or the sleep-awake cycle They
may last only a few hours or a few months, but they are real and
their long-term imphcations are still not known The drugs that
produce them are generally administered to deaden pain or to alter
the state of consclousness and/or awareness and anxiety of the
woman during the course of labor The FDA may have a role in
protecting infants from the as yet unknown consequences of the
alterations in function mentioned. The Agency might attempt to
develop a statement for the labeling that goes with any drug that
affects the central nérvous system or behavior, which points out
that all such drugs should be used with discretion during labor
since they have the potential tg depress the infant’s functional
capabilities for a vanable-period of time after birth, as well as the

woman's when administered prior to the infant's birth.

Finally, let me state that the pregnantAvoman is considered to be

~a member of a special groun whenever there is a discussion con-

cerning the ethics of huinan experimentation. Other special groups
include minor children and institutionalized individuals whether
retarded persons, prisonerstents of a psychiatric facility
Pregnant women are specidl in tBe main since the risks to the
fetus of investigations on thé womalf may not be known. and, even
if known, there is some question of Yhe ethical and the legal status
of her consent for research that will affect her fetus. One major
advance that I would hke to encourage is the development of a
mechanism whereby as much information as possible can be
gleaned for our future knowledge from careful studies of women,
their fetuses while still in utero, and their infants after birth when
there is a true medecal indication for the introduction of a new
drug’s use—or the use of an older, poorly studied drug—during the
pregnancy Such studies will be in a much clearer ethical and legal
posttion but will require the availability of skilled individuals in a
number of locations to take advantage of the clinical situations as
thev arise.

Thank you for the opportunity to address vou this morning I
look forward to the discussion that will follow these presentations.

Mr Gore Thapk you Now Dr Yaffe

Dr Yarre TWank you

I would *hk¢ to thank you for the opportunity to appear as a
witness. The/s8bject under discussion has been of concern to me—
since I am older than Dr (ohen—for more than 20 vears as con-
trasted to his 15

As the two previous speakers, I also would hke to correct the
academic affiliation listed on the witness list My acaderc atfili-
ation is with the University of Pennsvlvania, although I am located
physically as director of chimical pharmacology at the Children’s
Hospical of Philadelphia

Mr Gore We will go through the record and make the appropri-
ate corrections so that people who are in these positions are not
concerned

Dr Yarre I have submitted for the record two documents, and |
helieve youShave them What [ should l'ke to do 1., primanly to
expedite the discussion in light of the purpose of these hearings
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and, second, because 1 believe that undernutrition may be of great
harm to those of us who are not pregnant, male and female, to end
my testimony quickly. and thus enable us to have lunch

What I would like te do at the beginning is to briefly respond to
the nine questions that were posed several weeks, ago I think there
has been sufficient discussion throughout the morning on several
1ssues, which 1 would like to raise again and offer my own opinion,
perhaps providing a little different tack to the answers that were
given -

The first question 1s what drugs which are currently on the
matket present a significant risk to the unborn child when used
during pregnancy That is a difficult guestion to answer. as you
have heard this morning. since the risk is difficult to assess.

There are few relevant animal models, and chnical evaluation of
safety 1s 1n many instances ethically as well as scientifically impos-
sible to undertake As a consequence—and ‘his also answers ques-
tion 2—the overwhelming majority of drugs have a disclaimer con-
cerning usage during pregnancy. .

Therefore. since the risks are unknown, 1t 1s impossible to inform
physicians about specific ad serse effects On the other hand, as has
been menioned by other witnesses, 1t is possible to educate physi-
clans concerning the potential hazards which result from uvsing
drugs with unkown risks -

In this case, the physician must weigh the benefit versus the
risk, a< he must do. and I would hke to emphasize this point, when
prescribing drugs for any patier t, whether it be male or female

The physician must always go through this benefit versus risk
analysis If there 1s no benefit. then there is no question to be
asked. you just don't use the drug

I also believe, as Mr Ryan stated this morning, that there has
Jbeen a considerable improvement in attitude and many of the
younger obstetricians are aware of what we have been talking
about this morning concerning the usage of drugs that have not
been evaluated, unknown risk drugs

I think there has been a decrease in the usage of nondiscretion-
ary drugs [ wili get back to that issue Jater It is impossible to rely
upon anmmal toxicology to predict adverse effects upon the human
fetus

It is, 1n my opinion. important that methodology be improved by
developing relevant animal models This wiil oceur only ‘with the
elucidation of the basic mechanisms responsible for the production
of adverse effect

So. what I am saying 1< that we need more research into the
fundamentals of how a drug can produce a given effect during
pregnancy In my opinion, methodology 1s improving as our under-
standing of mechanisms increases

Evaluation of the effects of drugs upon the fetus when adminis-
tered to the pregnant woman can be undertaken, as several previ-
ous witnesses have indicated. with the use of epidemiologic tech-
niques These investigations can be planned prospectively for those
uses of the drug where the benefits are great

In this case. extensive followup examination is needed Epidemi-
ologic information plays an unportant role in making decisions
about drug prescribing This is 1n answer to question No 7 Ot
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course, other information, such as drug disposition and action, are
also important

As we are all aware in answer to question ¥, thé Food and Drug
Administration adheres to the Kefauver amendments of 1962 in
the approval of any new drug Thus, a disclaimer is generally
incorporated 1nto the label to indicate that an evaluation has not
been conducted during pregnancy

In my cpnion, more concern could be focused by the FDA in
support of epidemiclogic studies to monitor previously approved .
drugs. Postmarketing surveillance could be undertaken with re-
spect to drugs administered to pregnant women.

1 would like to remind the subcommittee that in 1974 I had the
privilege of chairing the Committee on Drugs of the American

~ Academy of Pedigtrics At that time we had a contract from the
Food and Drug Admimstration to develop guidelines for the evalua-
. tion of drugs to be used in pregnant women and in children.

We recommended 1n our final report, which was submitted 7
vears ago to the Commissioner, that postmarketing surveillance for
drugs be emphasized as a means of obtaining safety data.

Finally, question 9, the Food and Drug Administration can en-
courage the pharmaceutical industry to undertake studies prior to
marketing for those drugs which will have major usage in the
pregnant woman

This was recently undertaken, as several other witnesses have
mentioned, with the recently approved and marketed drug Rito-
drine, an inhibitor of uterine contractions I don't think there was
any trouble in getting the requisite studies done when there was a
drug which had a specific indication for usage in pregnant women.

It has been mentioned before, there are very few drugs that have
actually been approved for use in that state. As far as I can tell
from my cursory review, there are only two. Ritodrine is one, and
the other is Bendectin

[ don't think that many other drugs, as the first witness (Mrs.
Haire) has stated, have been approved for pregnancy. I would like
to add a plea for the need to expand our concepts of drug effects
beyond anatomical malformations to effects upon fetal functions.

If we accept the broader approach, I recognize that difficulties of
incriminating environmental agents are increased manyfold. In
addition, effects may be subtle, unexpected and often delayed, com-
pounding the problem of ascertainment, even further.

I might add that a subject which is of great concern to me, which
has not been discussed at all today, but which clearly impacts upon .
the outcome of pregnancy, 1s the effect of drugs upon the father,
who 18 obviously making a 50-percent contribution to the outcome
of pregnancy

[ don’t know whether the subcommittee is aware of the fact that .
there are published reports, some of them actually going back to
1860, of the adverse effects of drugs and environmental agents
administered to men before fertilization, befure the pregnancy de-
veloped, upon the results of pregnancy.

Clearly an understanding of the mechanisms underlying the pro-
duction of adverse effects from drugs and chemicals is needed so
that animal models can be developed which are specific and direct-
ly apphicable to the rehable assessment of safety. »
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Long-term effects of drugs 1n particular will not be elucidated 1n
the human because the very nature of the period of observation 1s
beyond the possible interests ot ability or even lifespan of most
chnical investigators.

Animals with a much shortened life cycle are clearly of value,
but the selection of the appropriate animal species must be based
on a scientific understanding of the mechanism involved, not bu-
reaucratic regulation that two animal species be employed in pre-
testing evaluation

Finally, there 1s a need for human data since we are now 1n the
era of fetal diagnosis, an area that has not been mentioned this
morning, and fetal therapeutics is an obvious and sectarial conse-
quence of fetal diagnosis.

In other words, there is ne point in making a diagnosis unless
you can do something about it. Data must be developed to make
the administration of drugs to the fetus for the treatment of fetal
disehse as rational and as therapeutic as in the adult organism.
This requires study and knowledge disposition and action within
the fetus in the placental unit. .

Before closing, 1 would like to respond to several comments' that
previous witnesses have made and several comments which rmem-
‘bers of the subcommittee have made !

There was, for example, considerable discussion by Mr. $ha-
mansky about the hability of government I have just come back
from Japan this past week and participated in some dommittee
deliberations with what is the equivalent of the Food and Drug
Admunistration

It was made aware to me that the Government of Japan does
share H0-percent responsibility for damages, financial responsibil-
ty, in case these occur. So that they have an even greater drug lag
than some people think we have in this country because they are
extremly cautious about approval of new drugs. :

I support, as others, the need for a patient package insert. I
would wonder how useful this will be, however, because studies
that have been conducted indicate that perhaps 40 percent of pre-.
scriptions are never filled by the patient. This means, if that trend
continues, that at least 40 percent of the patients will never get the
package insert because they wouldn't get the drug prescription
filled.

Many women don't know when they are pregnant, as has been
mentioned by others, and it is difficult to know when you query
them as to whether or not they have been taking drugs.

I would like to cite a study that was done with aspirin. Aspirin 1s
readily used during pregnancy. There is no question about that It
}s used when you are not pregnant as well.

A few years ago a study was conducted at the University of
Alabama in which a large number of women were asked whether
they had taken aspirin on the day or two before delivery, so it was
a very focused perind of time. They were asked after they had
delivered. and they all said no.

At the same time, these investigators had obtained a sample of
the cord blood which, as you know in the routine practice of
obstetrics, 1s always taken from the infant's umbilical cord
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They measured aspirin, and in a large percentage of women
aspirin was present. There 1s no way it could have gotten there
except by (in cord hlood) being tiken by the mother in the day or
two prior to delivery :

Then they rephrased the question and began to ask about all the
brand names of products which contain aspirin, and the answer
was yes. | mention this as an example of the difficulties that we
have in obtaining information about drug usage during pregnancy.

The question was raised, in commenting on Dr Ryan’s testimony
about the statement he made about drug usage during pregnarcy
increasing There is no questjon, I think, in the studies that have
been published that this is so. ™~ __

However, as Dr Ryan indicated, I would also agree that the
drugs that have been prescribed or taken by pregnant women,
over-the-counter drugs, are discreuionary drugs. Mcst physicians, in
my opinion, are aware of some of the side effects, and prescribing
of these drugs is in general decreasing, especially with younger
physicians. So that I think educational messages have had some
benefit and positive effects are occurring

I would like to end by thanking you for the opportunity to be
present I think it is a most important area for discussion.

Mr, Gore. Thank you, and thank you all <Everything I bave
heard from the three of you appears to argue in favor of giving
patients more information.

Dr Yarre May I interrupt? You know I would never prescribe a
drug to anyone—I have been discussing this this morning with Dr.
(Cohen—for any patient, pregnant, nonpregnant, male, female,
infant, child, without going over the benefits of the drug, what the
drug is for, what the side effects are

One of the problems, of course, h. s to do with how much disclo-
sure is involved. That is a matter of physician judgment.

Mr. Gore What do you do with your patients when the FDA
tells $ou that we don't know what the effects on the fetus are?

Dr. Yarre | would expand that, if I may, because; as you are
aware, TR percent or more of drugs used in pediatric patients after
they are born have no information. So, we have this dilemma that
always face$ us 1n pediatrics. Yeu have to tell them that we don't
know whether 1t 1s safe, but if you have hypertension, as Dr. Ryan
mentioned, and you are pregnant—I would have no hesitation in
saying, you have hypertension, we know that this can be harmful
to you and to your fetus

Here is a drug that works, and even though the risks ~e un-
known, I think it 1s important that you take it. Of course, the
mother has an opportunity to say no, but I loubt that she would.

I might add that I always mention the father as another party in
this decisionmaking process for the fetus.

Mr. Gore. Mr Shamansky?

Mr SuaMmansky Dr. Yaffe, I want to go to something you men-
tioned 1n your testimony and that you just alluded to again. Am I
safe in inferring from your testimony that you thirtk the judgment
sho;(tg be up to the doctor as to what he discloses to the patient?

Dr Yamre Well, the answer to the question is yes, but I would
like to quahfy that and explain what I mean.

Mr SHamansky That is tough to qualify, but go ahead.
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Dr Yarrtr. I think there 1s a time when the anxiety associated
with rare side eftects that might occur might be productive of more
harm 1n disclosure to the patient

I think with common side ettects, there 1s an obligation on the
part of the physiciap to discuss these with the patient and to go
over the whole benjltw'ersus ri%k decrsion a: to whether or nat to
take 1t ’ X

In my personal opinion, we should allow the patients to partici-
pse 1n the decision, pregnant ar not

Mr SHamansky Dr Cohen. would vou like to comment”

Br QoHex [ am an example ot a person that one of your distin- -

gruished predecessors 1n the Congress wanted; that 1s. | am un
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example of why the statement was made by a distinguished prede-
cessor. that 15, he wished there were such things as one-handed
scientists because on all questions such as thiz vou get. “Well, on
the one hand this. and on the other hand that
.~ Mr Suamancky That 1s a point of lawyers, too

Dr CoHex I have to tell you that I amr emotionally commuitted to
the concept of revealing all information 1 a relatively sterile,
nonopinionated way and allowing people to have their choige

But [ ant also aware. as a physicianl of the fact. thut individuals.
be they physicians, lay people or whomever, will have great diffi-
culty in decidiig upon the importance of the information when
they are confronted with all of this information in a situation
which therapy 1~ obviously potentially .ndicated Otherwise. it
wduld not be brought to their attention

There is one study in the literature that I believe needs to be
brought out at this time, and that is one in which a group of

"educated, scientifically tuned-in young people. students in science

and 1n meédical school. laboratory technicians, et cetera, were given
a series of statements concerning a pain killer

The story was. we are experimenting with a pain killer and this
pain killer has the following. effects—it may cause .the white cells
in vour blood to malfunction, 1t may cause intestinal bleeding,
people have died from it. et cetera, et cetera. et cetera. If you have
a headache. would vou participate in this study by taking this pill?
A'l of these people refused. Of course, the drug is aspirin -

The point 1s }hat oune must use some discretion, someone or some .
ageéncy must use some discretion in determining the information
and how it is supplied to individuals.

So.-on the one hand. Mr Shar.ansky. yes. and on the other hand,
[ am afraid the answer may be no '

Mr SHamaxsky Not as a legislator, but as a lawyer constantly
facing this sitvation, I vnderstand the business of gray. I under-
stand we use the word “reasonable’” all the time The thing I find
startling here 1s not that the medical profession 1s trving to be
rcasonabie 1n these things, but they wre not doing 1t at all, #ppar-
ently.

Dr CoHex 1 heard that comment of vours earlier, and [ think

Dr Yaffe has already answered that to some extent when he .

pointed out that)7 years ago he chaired a committee made up of
physielans put together by the American Academy of Pediatrics, a
protessional body of physicians, with the express desire to impact
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upon _ this area, and that that committee stirred " the 'water up
prefty good by making certain kinds of suggestions
Now. what 15 the obligatjon of the professional bodies or tndivid-
uals once they have taken that step and gubmitted the report and
they*have actually talked with people about t:.e report?
_ Iwwould suggest to you that since that report there have been a
" number of changes in operational policies and activities at the
. Food and Drug Administration which have moved 1t the direction
of improving things ;o
[ would submit, Mr Shamansky. that the profession has had a
hand 1n that. mavbe .not-as much or maybe not as far as vou or 1
* would like to see 1t move, but there has been a hand [-was on®that
committee

Mr. SHAMANSKY Ate vou implving that this 1s an unnecessary
exercise. that things are hunky-dory and everything 1s going along
super” :

Dr Cone~ Not at all 1 am sure that no one on the subcommit-
tee. or none of my colleagues with whom I have worked over the
years. could mistake my action or statements to mean that.

I might say one innovative kind of thinking activity that has
¢ gone on 1n the recept past and which 1 believe the FDA 1s current-
lv engaged 1n reviéwing 1s the 1ssue as follows Given that a larger
percentage of drugs are not approved for specific use ‘In certain age
groups of pediatric patients; and given furthermore that there
needs to be available drugs for the treatment of patients in the
various age grcups and the condition of pregnancy, might 1t not be
reasonable to have a panel of experts select one qr maybe two
chemical entities from the various classes of drugs. from each of 7/
. the various classes of drugs, rather than all drugs in a class

For instance, antibiotics, that 1s a class of drugs There are some
that are good against certain kinds of bacteria and some good
against other bacteria Let's take antibiotics effective against one
tvpe of bacteria and call that a specific class.

There may bé 10 entities that are effective and perhaps none
have begn tested 1n the wayv we are referring to today Wouldn't 1t
be reasonable to select one or two of those entities without consid-
ering brand or mgnufacture and take improved drugs and,try to
get the studies d'gnn( In one or two to get mechanisms available”

Mr SHAMANsKY | think it 1s intminently reasonable, but I am
appalled that 1t taxey Doris Haire to keep raising the question for
vour profession

Dr Cdtien 1 would not get into an argument with vou about
that because Doris and 1 happer to be on the same side of every
' question -

Mr SHAaMaxsky Do either of vou see anyvthingeyou seriously
dicapprove of with Doris’ ‘approach under the way she 1s taking
that” v

Dr Cones 1 am opposed to many of her approaches but 1 am not
opposed to what she 16 seeking There are ~pecific things she has
wuggested because 1 believe she has been poorly advised.

Mr SHamAansky | am obvieusly prejudiced, but she is an emi-
nently senstble woman If [ may, Doctor, [ would like to pursue this

. matter with Dr Goldstein. just a httle country physician or some-
thing hike that from Johms Hepkins Since the pages of vour pre-

"
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pared statement are not nun bered. 1t i~ about second from the
back, you say. :

While we are focusing on the premature as o tragih recopdnt of drugs the
(x;H).m nt etfects of aloohol and smohing in causing premature amd s bath wosht
Mes Iur‘nut\\vu:h the consequences of other drug use that are known

b

It 1s mteresting to Me that yvou threw n “that are known ™ It 1a
not 1n your prepated text’ But sn't that the problem, we don't
know” .

Dr Gorpsteix That 15 not the specific problem. but 1 felt 1t was
commensurate with-what 1T considered to,he, without flattering
anybodyv, a reasanably enlizhtened discussion this morning

I don't teel as though [ am threatened bv «aving I don't know
~umething because anvbody who knows me knows that’l don't

Mr SHaMANsSKY Do you want to be excused now as a witness
atterghidt disclaimer” 4

Dr “GotosteiNy No Fust of ald. 1 would hike to respond in just
one =entence because Dr Cohen has 1 think covered the subjeyt
very eloquemitly. at least as far-as imformed consent and tytal
information dispersal ) R a

Thiz hearing, which i~ a produect of governmental process, hg- an
assumption at it= base—and Tdon't want to get Into an argument—
that ull people are created equal, and they are not It s not an
imtelligence phenomenon about which T am =peaking. but 1t i~ o
level of education and a level of anxiety :

For imgtance 1t we take the example “of cancer chemotherapy
discusgion or i we take the more perhaps dramatic example of
caneer radiotherapy discussion. many families, und mgny individ-
uals when asked whether they want to know what the side effects
may or may not be. ot even whether they want the loved one to
know whether they havt the disease, will commonly try to protect
their loved one by saving. T do not want that individual to hnow,

they have a mahignancey Idont wunt to know whether their hzn\s
will be nwore susceptible to infection

To ~ome of those patients. although it 1= contrary to myintellec-
tual, bent, 1t ~eems to make sense that vou have to ‘individualize
patients In the main, there 1s no question that we all agree that
most complete information to the extent of ouy abiity 1s in the best
interests of our societv There are going to be exceptions, and |1
thunk that js the area that we all are bidding in a little bit .

A~ tar as the fragle recipient of drugs s Congerned. if, as 1
alluded to enrlier. one discusses controls. meaning the control
zrodp in a populaton, 1if vou give me or if one were to gne ut the
axiom that the pmemature 1s the most fragile poténtial recipient of
drugs. one legitimate conclusion would be to try the drug, a laber-
ichibiting act, 1o term infants to determing whether this less frag-
ile reciptent 'might, m fact, be done some harm -

That dryg and ‘that test in a controlled way has not been done
Now we are willing to ginve this drug to premature infants without
truly sdefining 13 any way who that premature infagt is Yet, we
are unwilling to give the drug to children who are s more hikely
capable of accepting thé drug based on, using your tenet, reason-
able medical certainty : '

-
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] Mr Suamansky [ think that 1s a marvelous question What kind
. . of an answeér do you have for it”

Dr Goupsteix My research proposal was turned down by a
university with which I am no longer affjlLated.

Mr SHamansky. Doctor, you.say another problem with such a
study would be that the term of followup from such a study would
be dozens of years My question obviously is, What do we do in the
meantime”

Dr Gorpsteix Idon't really know.

Mr SHaMmansky I'think that is a little bit of a cop out

Dr Goupstein OK, then I wouldn't I think if we are all meeting

. in a spirit of true aspiration for the health of our society, that you "

guys have to trust us. What we are trying to do 1s do our best in
medical research. .

Although I think there are legitimate questions, truly legitimate
questions as opposed by Mrs. Haire and other people in our society,

. the fact of the raatter is that medical research conducted in appro-

priate environments is attempting, for all its worth, to find out the
t kind of answers you are approaching -

Mr. SHAMANSKY Are you satisfied overall avith the progress?

Dr GoLpsTEIN. | am somewhat satisfied. I think there are clear
problems, many of which have been presented here today

Mr Gore. The questions concerning research are different from
the questions invol¥ing use.

Dr_.GoLpsTEIN. Not necessarily, Mr Gore.

Mt{. Gore But we have the study hy Dr Brackbill and the
experience af-others. I her case, 70 percent of the ingredients
consumed during: | ¢gnancy have no published reports on their
safety or lack thereof.- Yet, although most mothers knew they had
taken a drug and why, some of them knew the name of it, none of
them had any itdication that there was a risk involved.

Now we aré_just not doifig the job. Everything is not hunky-dory.

.Dr. GoLpsteIN. "That is exactly the point I was making. We
s-hould conduct such research. .

Mr. Gore But at the same time they ought to be informed of
what the risks are that they are facing and that the fetus they are
carryving is facing

Dr. GoLpsTeiN. That. 1s true. I don't think any of us would dis-
/  agree, to the extent possible The question that was raised—and |

think Mrs. Haire's statement, which she wishes to apply to fhe

package—inserts that the risks of this drug are at present un-
known 1s imminently useful. :

- Mr SHaMansxy Has the profession been pushing that insert”

Dr. GoLpsteIN [ don’t think so

Mr SHamansky Why not? =
Dr GorpgTeIN Because theré 1s an“assumption nfide. and [ am
nolt casting aspersions, that the package insert has educational
value .o ‘
Mr SHaMANsKY What about the fact that the insert has no

educational value” Is that sensible or not”
Dr Gorpstewy You two act like you are friends It 1s sensible, but
I think if we just sit back and consider where education comes 1n
. and what the consumer does with small pieces of paper, that may
or may not be included in the package If you look at how people
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get their prescriptions, there 1s seldom a package insert The pack-
age 1nsert comes in a box to the pharmacist .

Mr Suamansky. Those are all mechanical details

Mr Qore That 1s part of the problem.

Dr GoupsTEIN I agree There is no pharmacist here

Mr Suamansxy If the medical and ‘llied professions had a
desire to get a message ‘across. I cannot believe 1t is beyond the
ingenuity of the manufacturers and the pharamacists and the pro-
fession to work out some code. volor. whatever vou want to do. to
get a message across.

I am becoming amazed wt the coniplacency of it all. .

Dr GoLpsTeIN 1 have to argue with vou, Mr. Sharngmnsky I think
complacency s a very strong word. I think there i3 tremendous
concern among our colleagues

Mr SHamanskY How about effective action

Dr Gorpstein All us Brownian movement. just wiggling in place
and not getting anyvthing done, but we are trving to get something
done and we don’t have the tools

Mr Gore | think what we are finding in this hearing is that
although there 15 a debate over what Mrs Haire charges. there
really 1s no serious debate about the proposition that consumers for
health reasous and for ethical reasonsshould be given much more
information than they are now being giyen -

The only interest which stands in opposition to thut to move is
the financial 1nteo?ts of the pharmaceutical industry That is all
There 1s no logical gr ethical proposition which stands on the other
side ’

Dr (ohen”

Dr Conen. Mr Chairman, I just wanted to address one point and
not have it lie there uncommented upon That was the exchange
that occurred a few minutes ago with Dr Goldstein over the issue
of the trial of a drug n a full-term pregnancy when the drug was
going to be used in & premature pregnancy

The response from the subcommittee was that it seems eminent-
Iy sensible that that should be done That response is a beautiful
example of the head-on collision of both intellect and ethics coming

N

- from two separate directions,

It 1s unethical by our present standards, and to my knowledge.
you attorneys had better correct it, by case law it is 1llegal

Mr. SHamansky He 1s not a lawver 1 will clear that up right
now . -

Dr Conen Unethical, and to my knowledge by case law it is
tllegal for an individual, a woman, to give consent for an experi-
ment to be done on a minor under her guardianship when the
procedure cannot have a possible benefit for that indgvidual

If the drug 1s designed to stop labor for a premature baby, the
full-term baby cannot benefit from it I am. not telling you that is
right or wrong. but I am telling you my understanding from the
research I have done and the people 1 have discussed this with,

Mr Gore. Are you talking about Ritodrine”

Dr CoHen That 1s right .

Mr Gore. When it halts the onset of premature labor, are vou
saying the full-term infant cannot benefit”?

Y
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Dr Corxn By detinition, 1t 15 used to delay the delivery ot the
infant as long as possible to allow proper development to occur It
the infant is full-termn. there 15 no benefit to that fetus to be 1n
utero Jonger 1 am assuming that that s what Dr Goldstemn was
referring to .

Mr Suamansky I want to respond to that That 15 one of those
lovely dilemmas that I don't think 1s helpful to say because you
reach a dilemma hike that and 1t 15 an exquisite dilemma. therefore
vou don't do something

Dr. Corex | am reflecting on the fact that his study was turned
down by a committee operating under guidelines

Mr SHAMANSKY | am asking the profession to raise that ques-
tion 1nstead of passively accepting the fact’that that s a dilemma
[ admit there may be a legal barrier to that Then raise the sue
and say something dbout 1t

Dr Cont~x That was rased by the national commission several
times .

Dr Yarre I would hike to move to this point of research, the
questiorr of all the drugs that have never been studied. the 77, »0,
or 90 percent The question of discussion I would like to raise s,
who is zoing to pay for that” T woald like to study them. but who is
going 1o pay for that? ' ’

Untler the system of drug deselopment in this country, these
druds have been given approval for marketing, not in pregnancy

AMr Goke We allow them to impiy that it has been approved for
ase in pregnaitey. but we consciously mislead the American people

“into believing erroneously that 1t has been approvedi for use 1n

pregnancy )

The medical* protession ought to be as much upset aboutthat as

. Mr~ Harre 15, 1t seems to me

:  Dr Yarre. Manxu’i mv colleagues are. and they do disclose Mr

Shamansky. when 1 =aid sometimes disclosure 1s not complete, |
+  never would fail 1o disclogg that the drug has never been evaluaied
in préknancy That 1= an unknown risk I would :g;ao present to the

tent i

am talking about the rare side effects they think would be
more upsetting to the patient~. But the question arises about the ~0
percent. 90 percent. it 1s actually higher, of marked drugs. that Dr
Brackbi}l surveved i a study that are now being sold and obvious-
Iy used during pregnarfcy Who 1s going to pay for that kind of
research”

Mr SHamaseky Dr Yaffe, I would hke to respond 1n this fash-
wn  Until the medical profession gets itself together to raise the
question to the public and to the Government, I dont think vou
will ever get to that answer

Mr Gore Well, we are raising the gquestion now

Dr Yarrk That ha~ been raised I have rased it many, miny
fimes, particularly as it also applies to children

Mre Goke OK. T have a couple of other yuestions. but | will forgo

. them | wanted to ask some questions about Ritodrine lLet me
ummartze what 1 understand to be the views ot all three, that is,
that there are serious questions raised by the use of Ritodrine that
ought 1o be examined more caretully than thev are beng exam-
irea

=
3

P

¥




145

Can you address that real briefly?

Dr Gorpsiein You are 1ight

Dr Conen 1 have no quahfication to address 1t 1 just don't.
know .

Dr Yarrk The effects, as 1 understand 1t. of Ritodrine upon the
baby or the fetus have only beert looked at in a short-term point ot
view There 15 no question Ritodrine 1s efficacious so there s bene-
fit in stopping labor, but no one has undertaken a long-term study
of a cohort of infants exposed to Ritodrine for proper indication
and seen what they are hike 2 vears later

That 1s the kind of long-term study that we need

Dr Govbstein Do vou want more or ace you satisfied”

Mr Gore If yvou could submit more for the record. we would be
delighted to recewe 1t

Dr GonpsTteIn The guestion again 1sq0ne oi controls, Mr Gore,
against whom will the outcome of babies wh receive a drug given
for ¢ . mature delivery be matched Will they be matched against
other women with the same problem who don't receive the drug.
and 15 that an ethically reasonable way to approach medical care

Mr Gorr The mothers who were given that druy now, are they
given the information —hout the risks which may adhere to it?

Dr GoLbpsTEIN A very large hospital with which I am intimately
farniiiar user. another drug rather than Ritodrine for a variety of
reasons, one of which was that three of the first five babies born
under the influence of Ritodrine. after 1t failed. which all of the
labor agents will, had blood sugars below ten milligrams per decili-
ter -

Mr Gore But now it 15 being used verv commonly throughout
the United States and mothers are not told that these risks exist

Dr Gorpstein [ cannot answer for that I just don’t Luow.

Mr Gore OK This 1s an awfully late lunch we are getting to.
but we are going to break nonetheless We will reconvene with our
last two witnesses, Dr. Slone and the Honorable Arthur Hull
Haves, the Commissioner of the Food and Drug Administration

We will reconvene at 2 15

AFTERNOON SESSION

Mr Gorr. The subcommittee will come to order Our next wit-
ness and next to last witness 11 Dr Dennis Slone, codirector of drug
epidemiodegy unit. School of Public Health, Boston University
Medical Center

Dr Slone, we are delighted to have vou today  Without objection
the entire text of vour prepared statement will be put into the
record If we had more resources at our disposal [ would hke to put
the entire text of vour book in the tecord but that would be an
unreasonable request for the reporters and for the comnuttee
budget but we are going to trv to get vou to enhighten us based
upon the volumingus work vou have done in this area We mvite
vou to proceed at this time
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STATEMENT OF DENNIS SLONE; CODIRECTOR. DRUG EPIDE-
MIOLOGY UAMIT. SCHOOL OF PUBLIC HEALTH, BOSTON UNL
VhRSlTY SCHOOL OF MEDICINE

'Dr Svong. €Congressman Gore andl. members of the subcommittee, '

first I 'would like to express my appreciation for having the oppor-

tunity-to address you. Without further ado let me move directly to

the purpose of my presentation today It 1s to review the back-
ground factors related té chemical risks to the unborn child and
recommend 2 strategy for the study of drugs to determine their
safaty, or lack of safety, 1n reldtion to the risk of birth defects. In
view of the contents of the preceding testimony and in the interest
of saving time I will oniit the opening remarks “gontained 1n my
written testimony and~proceed strcught to the heart of the matter
What is known today is that certain drugs undoubtedly do harm
the fetus. Thus while on theoretical grounds we should be con-
cerned with the entire chemical environment, attention has been
*giveh primarily.to drugs, particularly because of the dramatic and
tragic disasters with Thalidomide and diethystilbestrol which have
occurred-in the past 20 vears. In addition to these two agents, there
are others which we know to be teratogens and they are listed in
table 1
I was taken aback by the testimony given by earlier witnesses as
to some of the substances which are regarded as tetragens. I spe-
cifically refer to aspirin. In my view aspirin is one of the few drugs
in which there is sufficient data available so that it is one of the
very few subs ances about which you can make a definitive state-
ment, that 1t s safe with respect to physical anomalies. You can
vnrtually not make that statement with just about any other drug
that you care to mention. However-but with respect to aspirin I
think that is a reasonably conservative thing to say. Now the list
as shown. on this chart'starts with Thalidomide and goes on down
_the list with synthetic, progestogens, diethylstilbestrol, folic acid
antagogqts and alkylating agents. The latter two are drugs used
for tre
. Warfarin is an anticoagulant and iodides are used frequently 1n
the management of thyroid disprder. These eight or nine drugs are
without question generally accepted across the board by all biolo-
gists ‘as teratogens: I think it is safe to say that for the vast bulk of
other drugs, there is no gengral agreement about.the absence of
effect
Mr Gore This. very short list is'an exclusive hst Of those drugs
not o.: the list, are drugs which can be described as known to eause
birth defects?
Dr SvLonNe This list enumerates those drugs for which you find
_ general agreement across the bodrd that they cayse physical
_anomalies. For the rest of the drugs, our state of knowledge is that
either there is controversy about the effect of a drug—a case in
point for example 1s Dilantin or Phenytoin used in the treatment
of epilepsy, or for the rest we simply do not have sufficient knowl-
edge to make statements, clear cut statements about safety or
adversity.
Mr. GORE. Bu this list does not address neurotoxics or behavior-
al-effects,

-
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ment of cancer. Tetracycline is a widely used antibiotic.
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- Dr Stone My comments are addressed to defects voul¥an see or
~that require surgical correction [ will muke that clefier as my
testimony evolves

Against the background “of ‘repeated examples of g induced

. ) catastrophe, we must attempt to provide systems dedicated to 1den-
tlf‘\mg"drugs harmiu] to the fetus The rest of this presentation
will focus upon appropriate strategies to establish drug safety, or
lack of safety .

Parenthetically 1t would be usetul and simple if unimal studies
could unyuestionably identify teratogens prior to their use n ,
human populations  Urfgrtunately, such studies to date have
proven unreliable 1in predicting the safety or risk of individual
drugs However, the obvious potential value of laboratory ap-
proaches, indicates-a clear need to expand and continue experimeh-
tal teratological research with a view to ubtaining the earliest
possible warning of potential trouble . .

Given the present uncertainty of generalizing from animal ex-
periments to' the human fetus, 1t 15 my view that if we are to
reduce the'risk of human teratologic disasters such as we have -
aiready witnessed, there 15 a pressing requirement to develop and
maintain a system of epidemiologic drug surveitlance 1n human
populations that should continue indefinitely By epidemiologic®sur-.
vetllance, I mean the formal study of distributions and determ-
nants of states of *health—particularly birth defects—in human
populations .

Before considering various epidemiologic strategies, 1 would like
to review the stages of human embryonic deselopment, since they
influence the design of relevant studies Figure | displays events
over time from the period before conception, to birth Before preg-
nancy, the genetic material contalned respectively 1n the male
sperm and female egg are susceptible to various influences. After
conception, the most critical phase of gevelopment is when the
organs are being formed. This phase of organogenesis 1s completed -

o by the end of the thirl month of pregnancy. It is during this early

phase that virtually all physical malformations occur The latter
two-thirds of pregnancy 1s the period during which the fetus grows

and develops rapidly. In particular, the brain increases in size -

manyfold in only 6 months. Delivery, of course, is the final event
Now with this diagram in mind it is possible to see that adverse
influences cun express themselves at each stage 1 would like to

. digress for a moment and point out that witness after witness

today has drawn attention to the fact that gilet‘e are a wide range
of abnocrmalities which can manifest them$®lves as a consequence
~ of adverse influenges during pregnancy I think Mrs Haire has

. emphasized and focused atteation on the possible subtle put pro-

found effects upon the functioning of a human being other than

- those related to physical malformations I want to go on record as

supporting. her concern about those effects [ think she has done a
service to contemporary society by highighting those possible ad-
verse effects 1 also wish to make the point, Qowever, that all my .
comments and research has been devoted to one restricted’ period
duning pregnancy, namely, the period of organogenesis and [ have
nu data on neurologic and behavioral etfects
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The next paster 1#an oterlay on the previous poster whare at
<hows agrees"the top, a serlesJof environmental exposures with
arrows. indicating how differgnt anvirohmental tactors influenge
VATIQUs stages durmgﬂ;e‘bmlmn and how they might manifest For
exarhple radiation can damage the genetic materiak before concep-
tion It taken during the critical phk};g)@f\@url_\ organ-development,
a drug—ior example. Thalidomide—can produce physical malfor-
mations This 1= demonstrated on the second vertical arrow in the
chart <howing how this can-epcur : .

Virak infections—that s, herpes—during the second hhlt of preg-.
narcy «an interfere with normal growth and developnjent—par-
ticularly of the brain—and result_sn a ldrge number of motor anpd
mental disabilities Finally, during delivery, therg are the rigks of
obstetrical manipulations, as well as drugs. with damage ranging
from mild intellectual impairment to more severe conseqliences
~uch as mental, deficiency. cerebral palsy. or even stillbirth of
permatal death . o, .
. In order not to confuse an aréa which is ¢dmplex to begin with
we ~hould-try to determine what effects we are talking about
Furthermore, what period of pregnancy we tre addressmg  We
~hould separate the period prior to conception. where you €xpress
an. effect »a the gametes, from active organ development, and
growth. particularly of the brain, in-the latter half of preghancy I
think 1if we keep these issues separate. 1t makes it easier to under-
otand what strategies are called for and where the major problems
really lLie

Thus our concern about potential adverse effects of environmen-
tal factors cannot be limited to the embryvo alone, rather 1t must
extend from’ the period prior to conception, through gestation to
delivery of the newborn infant!

Obviously. the range of disabilities w hich might occur as a result
of myury-1n each of these discrete periods 15 wide Igdeed. in the
irea of birth defects we are not dealing with a hompgeneous and
uniform disease entity, butsa spegfrum of conditions got unlike the
various diseases seen 1n adult populations Cog}sequently‘ each spe-
cific malformation must be sfudied as a discrete outcome These
conarderations influence the design featuges of any study proposed
to 1dentify teratogens or to demonstrate afety. As an aside I think
there i~ a tepdency among us working in the field to consider’birth
detects or malformations as one particular disease Nothing could
be further from the truth You carfot regard malformabong as a
sinwular ouscome but rather a wide spectrum of different disegses.
and 1t adds to the complexaty of what we are trying 10 dg My
concern today 1s with the period of early embryonic development.
and the desiygm and deplovmegnt of an appropriate surveillanee
program to evaluate the safety or adversity of drugs, used during
pregnancy, and [ will confine my attention mainly to physical
maltormations arising curing this period This objective of surverl:
lance 1= briefly restated in figure-8 e

To conaider turther how to plan such surveillance, we need some

wight intv the dimensions”of the problem ¢t birth defetts and
dFug usaie 1 pregnancy Based upon the data collected durng the
collaboragive perinatal project, a larat followup study conducted in
the United States hetween [Oan-600 we pstimated that the rate of’
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majpor mallormations amens S0 22 chilaren was aporosimately -3
petvent Mwor malbmations were those that were e threaten-
ne that required su: vy o that coenstituted serous "«)\\’nlctlg
detects: Extrapelated to present dayv conditions amonyg approst:
mately 5000000 intants born each vear in the! United States there
aressome 10000 with major maltormations he overall fiure of 3
percent encompassed « very wide range ot specthie maltormations

0! course, each indinidual maltormation occurs much more rarely

than 3 percent and tive examples are given i table 2 Clubtoor, s
among the mere common hntn defects—2 1 per 1000 births- sos

that there would be about MIN0 Cases born each vear i the United ’

Stutes et
Other important hier defects are everr more rare Clett hp {or

esample- about per 1000 births H)uum m about 1500 \hll(lwn :

each vewr. and tracheoesophas al frtula- an Ahnoemal openny A

hetween the trachea and vHQph WU oceurs moone 1 1000 births,

leadime to <shghtiv over Sog case= per ovear Thy althoush major ;

maitorm, ttions overall, are a4 ~enons public heyjth problem. atfect-
Ty mmu( 0 000 intants cach vear cach mdmdueal deformity -
rare or esceedingly rare 'I'huw Pt are pasticuiaz v relevant to
the e of ,1;);)rnp ite desene ot drug sunvelllanee tor teratogens
Bhe wther relevant pont s the presalence of drug use i early
pregnancy Aceording to vur own daga the average pregnant '
woman e between two and four ditterent Jrues during enrh
preqnancy frequenth betore she hnows that she s pregnant Table .
S,0ves, tor nine drugss the percentage of use as derived from our s
carrent CBirth Deteets Intenven Studs 'BI)I.\“% Tvlenol - aceta-
mmophen - 1= by far the mdv commonh used driz. taken by 37
percent of pxwmml women durihy the first rimester of prednancy
trenvralized o all pregnant women. this means  that  about
PoAB o0 use the drue cach vear
Tyienol represénts e estreme At the other and more tapical
extreme most druss are used by considevably Tess than 1 percent
of pregnant women Actvpreal example s Hyvdrodwni= o diuretic -+
Al Mk pereent ot would account tor -about 200 exposures annual-
v In hetween that [ wall o down the L=t to highlhiznht them You
have Bendeetgtn ped by <ome 25 percent of women  \-pirin Diage-

pam, Propoxyphene Fornad Compazine, Hydrodiurl, and Se- :
inl“:] ” |
Mr Gowre Bendectn s second anly to Ivlenol? |
I stose Yoo It uses{ by 20 percent of all women & |

Mr Gore Twertvtine percent ot all prevnant womer i the
United States .

DrooStone Ye- wrthat s ol most recent Hpyrel #Om
misrmation detived in the past vear -

Having brieflv considered the dimensions of the nmbl('m\ in
terms r the ranity of malformations on the one hand and the
frequency of drustuse 1 pregnancy on the other one cun consider
the reseirch options T'o do w0 1t s helptul to begin by considering
m general terms. existing or potential sources of information As
~hown in the next poster intormation concerhing drug effects 1s
dernved from ammal expefiments, human ca~e report= or ~o-talled
spontaneous reports which are ~ent to FDA by the drug companies
or pubfshed as letters o medical journals, chimeal trials-—esperi-

¥
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ments .mv«)l\mu random allocation ot patients to  treatment
groups—and obsers ational— non-experimental —epidemiological
studies

Experimental research strategies have serious Limitations A
already mentioned. findings 1n animals at present cannot readily
be generalized to human- beings. and chnical trials designed to
determine maltormation rates in humans are out of the question
on ethical grounds Therefgre. the only realistic options are case
reports and eprdemiologcal studies )

Case reparts can be useful7but they can alse be misleading As
indicated 1n the first line of table 1. there are approximately
3.350.000 births vecurring each year 1n the United States, of which
approximately 3 percent, or just over 100,000 1nfants, are born with
major malformations 4t we assume that 5 percent of pregnant
women—one 1n 200—use a particular drug. 167,500 women would be
exposed If that drug had no harmtul effect whatever on the fetus.
one would still expect a baseline malformation rate of 3 percent,
resulting 1p 5000 malformed infants bemng born to those women Is
that clear”

Mr Gore Yes In other words a lot of women who use a particu-
lar drug are going to give birth to a malformed child even 1f thé

_drug does not cause it at all
Dr Stoxe What I am tryving to show on the shde 1s the order of

magnitude of how many such women 1t will occur 1n anv 1 veatr,
With the relatively modestly used drug. 5 percent use you have
5.000 opportunities there for that drug to be implicated Now more
emphatically as shown on the last hine 1t a drug is used by 25
percenteof pregnant women, R37.000 women would be exposed. we
would expect that they. too, would have a 3-percent malformation
rate and that theyywould gyve birth to 25,000 malformed 1nfants,
even through the drug did Mot cause the defect Since 25.000 mal-
tormed® children are born to mothers exposed to this drug. the
likelihood of ~omeone observing the.connectton and reporting it i~
high. despite the fact that therdrug 1s not teratogenic [ want to
emphasize I «.. "ot apologizing for the use of drugs during preg-
nancy [ just want to highlight the intrinsic difficulties of making
infarences of causahity 1n the face of the methodologic problems we
are confronted with The Jpercent figure i the basic malfprmation
rate’ -

Mr Gore You said earlier in your statement that the cause ot

63 percent of all maltormations 1~ unknown

Dr 3LoNE -Yes

Mr GorRe And a good portion of that b5 percent could be assoct
ated with drug use?

Dr. SLoNE Yes

Mr Gore So it would be maccurate to conclude trom this meth-

odology that the 25000 wpportunities to implicate a drug that 1s |

used by 25 percent of pregnant wornen ire all background Some of
that backgreund may in fact be related to the use of the particular
drug

Dr Stone It might well indeed [ am not drawing any conclu-
wons I am merely nuthning some of the basic dificulties

Mr WaLGREN When vou pick up 3 percent rate among a popula-
tion using Bendectin or Tyvlenol and you say that that does not
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aain Aoa tooander causation because ot the overall rate of birth
fetedt= i eeneral population, because of the point Mr. Gore

Tathes (U also does ot allow vou to inter noncausation
DroStost | have not reached the point of making any infer-
ences vet D amw ~ul’ outfining hasic things we have to worry ahout
Wrat vou can do s you can compare the amount of drug use for
cxample g particular malformatin with the amount of Bendec-
“roased 1noanother group of anfacts It vou came out with H0
- pereent use in the one maltormed and 25 percent in the other you
coutld it make the mterence Bendectin was responsible We are
“ot gt the point of mahing inferences I am merely alluding to the
Lt ihat of we tely on spontaneows reports to tell us about whether
cdrug o= ~ate or not [ would Lke evervbody to appreciate the fact
Lot thore o~ ainple opportunity just on the basis of these figures
vt anderstanding that 1 oout of every 4 malformed children will
"o cmother who used Bendectin, or 1 out of every 3 children
© s bore maltormed wil® have o mother that usged Tylenpl Tam
~ e That set- the <tage on which we have to de\el()}) more
pr-tnated approaches It T can proceed 1 think that will emerge
Pooioms that oo sttuations where drugs are used commonly 1n
S prednaney the, o= an estensive opportunity fos the mappro-
+omplication of drugs as teratogens, and therefore case
nave telatively hittle ftility Conversely. when both the
el the maltormation are extremely rare, case reports have
Tt sreatest asctulness Turning to epidemiological studies, there
e DA husa research options, cilled respectively the cohort and
i~ centrol approachies Inoa cohort study pregnant women are
creod then wriug expo res—use of a drug—are recorded, and
ey e tallowed You will note that the malformation rates in
sxpemed nd unesposed intants can ther be compared after the
thers have wiven birth In rhe example shown the 100 women
<1 cied spve birth o three ditferent malformed children Each dot
- coworerd dutterently You will notice 1n following 100 women at
~ieal expense and trouble we end up with 97 normal children
PP es not provide us with any information with respect to
armation and the vield—to use a crude term—is only three
wtamed Children we can study with respect to knowing whether
racs were inoany way related It 1s important to note that even
warse coborts sreld @overs siall amount of relevant information. Te
fstrate o ocohort of 100000 women would yield 97000 normal
st~ provdimg hittle useful information on malformations The
Poarpose ot showing this llustration 1s to emphasize once again that
Tt sttt ap oof o mudtiunilhion dollar program of following up
tadreds of thousands of pregnant women with respect to malfor-
© . - and drugs would be a very poor cost-effective way of doing
trons The Coliaborative perinatal project was the largest cohort—
w2 mether chitd pairs ever studied Our group analyzed the
it on drue use and maltormations, and the results have been
poabnsbed Our extensnve experience with this analysis convinced
o~ that white the cohort approach has some himited usefulness for
s~~essing o maltormations overall, 1t 1= insutficient for surveil-
cuae sl ddnne etfedts o pregnaney in relation to specific—and

ot lare it ormatiens
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This brings us to the second research stratesy. the case-control
approach The next diagram tries to renresent this [t traces 1ts
principle features It 1s characterized by first identifying children
with speeific malformations for example such as cleft palate What
we do here 15 we start with the disease under study We do not
enroll a group of people and watch to see what happens We start
with a disease under study *In this instance there are four exam-
ples We observe children with clett palate. \\éh absent limbs, with
heart defects afid children with spinabifida of fatlure of the spinal
column to fuse Then we go back and intervien the mother wnd
obtaih detailed information® on what drugs these mothers used
within a few weeks of having given birth to these children As the
arrow indicates we go back to iterview the mother of these chil-
dren Rates of maternal drug use among infants with certain de-
tects are then compared with drug us of mothers of other infants
In answer to two earlier questions, let us assume we looked at cleft
palate. We would know then that if we interviewed the mothers of
500 children with cleft palate we would expect 25 percent of those
mothers to give us a history of having used Bendectin® We weuld
compate that to the mothers perhaps ot children with spinabifida
or any other group of other maiformations It we found the rate of
use was 25 percent 1 all of these mothers 1t would not be unrea-
wonable to make the mterence after proper and careful analysis
that there was the same rate of Bendectin use in the malformation
under ~tuds as there was 1n control or comparative subjects Under
those orreumstances vou could make the inference that Bendectin
was not related causally to the malformation under question

1f on the other hand there would have been a big difference in
the rate of Bendectin used among these groups you would mfike
the nference that this drug may be related to the defect ufider
study

Two continuing ~tudies. using this approach, are being conddcted
at present m the United States, one by the Center for Diseuse
Control in Atlanta and the other oy our vroup mm Boston Details ot
the latter studv are deseribed 1n an accompanying paper titled
“Birth Defects Related to Bendeetin Use n Pregnancy.” which 1
did distribute with my testimony 1t 1t is all might with the subcom-
mittee I would prefer nat 1o deseribe that ovam

T would like to digress for a moment 1f ou accept my figure of 3
percent serion s malformations at the moment this country sees
about 100000 to 50000 children born each vear with malforma-
fion~ We have a study operating in three centers in the United
States and Canada [t s expensive and it 1~ ditficult, and yet with
all thi~ etfort we are barely managing  w to studs less than halt
of 1 percent of all the maltormed children born annually In other
words we are studving something ke 750 malformed children pér
annum which 1= a tiny and i my view piaful fraction of the total
burden of malformed children i this country. particularly when
vou conaider there are over 200 diserete malformations in the
veneral tubie of mugor malformations Now the relative efficiency
of the cohort and case-control desygns i allustrated in the next
Jdide It demonstiates that with much smaller numbers, and at
much le = expense, the case-control design attords greater power,
areer numbers of Gises of mdinadual malformations can be more
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rapidly obtamned than 1s reahstically feasible usihg the cohort ap-

. proach Furthermore, whereas jn a Cohoer;ﬁpt-udy the malformation

rate is predetermined by the size of the ort—and 1t 1s expensiwe
to enlarge a cohert study—the acquisition of cases of interest in a
case-control study can be specified, and 1if desired, speeded up de-
pending upon what you are worried about. ‘'You have no such
ftexibility present under a cohort study

Based on our experience thus far with both approaches, our clear
preference 1s for the case-control design. We hold this preference
despite some potential drawbacks to the method, the most impor-
tant of-which is whether a mother’s memory of drug use 1n early
pregnancy 1s rehable The problem, briefly. 1s that the mother of a

weverely malformed child may remember her drug use differently

as compared with the mothner of a normal child® We believe this
problem can be largely avoided by- copiparing children with a spe-
cific deformity tcases) with childre with other, very different,
dciormities tcontrolst For example. tases with cleft palate can be
compared with controls with other malformations The similar
emotional-tmpact on the mothers of the various deformifies reduces
the likelihood of recall bias Such bias can be further reduced by
the use of highly structured and detailled questionnaires We have
data fthat show how this ‘potential bias cah be reduced, and we
believe that the concern with memory bias can be latgely overcome
by careful attention to study design

With the case-control approach just described. it 1= possible to
mongor a wide range of specific malformations, together with a
wide range of drugs taken in early pregnancy Such a system
makes 1t possible to identify previously unsuspected associations
between drugs and deformities

It 1= worth stressing the hmits to the interpretability of epidemi-
ological data Of course, the desire for elear and absolute answers
on mat: rs.conderning birth defects 1s easily understandable Un-
fortunately, however, absolute measures of risk, or of safety, simply
do not exist in biological systems

Estimates of human safety or risk can only be expressed as a
range For example, we might 1dentify 4 given drug as mcreasing
the risk -of a malformation by fourfold, but we know that this
estimate of fourfold may in fact range, for example, from as little
as twofold to as much as sevenfold. As we collect more data. our
estimates become more stable and we become more confident 1n
them, so the range becomes narrower )

Just as estimates of risk are expressed as a range, so are estr-
mates of safety Thus, while a given study may show no apparent
effect of a drug, we know that such an estimate is imprecise, and
as scientists we acknowledge that we might have missed, in any
one study. protective effects of the drug on the one hand, or terato-
genic efferts on the other i

By.and large. the best attainable estimates of) satety include
increases in risk of as high as 50 percent Thus, vFﬁlle we can rule
out large increases 1n the risk, such as a doubling (100 percent) or
more, we cannot confidently rule out much smaller increases

With these limitations in mind, however, we believe that studies
of human populations, based on epidemiologic approaches, can offer
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copsiderable information regarding the risks of malormation due
to drugs taken by pregnant women.

T would like to add one or two comments if I might concerning
scme of the. ¢o.nments that I have heard earlier today by other

. scieniahts offering testimony. It hag been repeatedly stated that the

Food and Drug Administration should disclose information, should
provide additiopal statements regarding safety or danger and FDA
1s somhehow delinquent in not providing this information. I believe .
FDA has been given an impossible task. FDA is expected to regu-
late drugs, it is expected to provide_information; but at the same
time 1n my view—and this is based upon over 15 years of working
with the FDA in this area and receiving funding from them in
.part—whereas they have tremendous demand placed upon them,
they do not have adequa& resources provided to pay for the kind of
research that 1s necessary Thank vou very much

- Mr. Gore Thank you.

Mr. Shamansky?

Mr. SHamansky Thank you. Mr. Chairman

Dr Slone, 1 think the Government 1s currently spending less
than $1.) million on epidermniology

Dr Sitenk I am very much aware of that

Mr. SHAMANSKY As a student of public health. what is a realistic
funding level required to exccute the needed epidemiological athd
ies in this field?

. Dr Svone It is hard for me to answer that because anything I

’ sav might be seen as being self-serving All T can tell you 15 that .
the Bureau of Drugs as far as I know, in the past 5 years its total
budget, much of which went for epidemiological research, was no

more than $2 5 million N

My informant tells me, subject to correction, that over the past o
years this amount has not been increased or adjusted for inflation
anid they have the same amount available this year as they had »
or b years ago

Mr SHamaNsKy Would vou have any reason for that situation”

Is it just a s*epchild or 1= there pressure not to have\ it do
something?

Dr Sitont | have no idea why funding has not been provided.
FDA, when confronted v this, would generally say our general
national budget 1s not ample to provide more

Mr SHamaNsKY Somebody sets the order of priorities in any
budget at FDA”

Dr Stone Yes 1 cannot speak to that I have no idea

Mr SHAMANsKY Is there any pressure from vour colleagues in
the medical profession to have that budget increased”

Dr Stone [ think the average person in the medical ,)r()fessxon
1% 0 preoccupled with practicing medicine that thev don't have any

i insights into what has to be dune or what priorities are necessary
in the area of setting public pelicy

Mr. Sramansky How about aeademic medicine”

Dr SioNe Even the academic folks spend a great deal of time
practicing though, as you saw this morning. they are generally
aware «of the problems I don't think there 15 an effective lobby 1
am always astounded at how the medical profession does not repre-
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sent public heulth 1ssues elfectively I don't understand 1t I sharg

vour chagrin at why 1t 1e not effectively enunaiated

I don't know what the appropriate sum of money 1s [ cannot
help but be aware of the curremt chimate of reduced spending that
seems to be fashiwonable I would ‘like to echo what Dr Rvan gaid -
and that 1s that the most expensive direase £hat you can ha\e n
society 1€ ong _that begins at the_ moment Jf birth and has to be
carried through an entire lifetime

I don't know what the cost to the {’nm*d States and society 1s of
some 120,000 malformed childreh each yvear in terms of economics
In terms of human misery 1t 15 incalculable

All I can tell vou is that the maltormation part of our studies
costs approximately 81 million a year The bulk of that comes from
private industry [ think it should be part of the record that the
malfdrmation study that I described today and the data I haye
shown you comes from a study that 1» 1n the maimn funded

Hottman LaRoche This was funded mitially 1in 1976 when the‘ -

were concerned about the allegation that the drug diazepam —
valiim—might be the cause of malformations and they requested a
~tud{” to be done 1n order to clarifv that 1ssue

That studsy 15 sull under wayv and no definitive results have
emerged It was designed 1in duch a winy ~0 we did not exclusively
look at diazepam, but 'ocked at the entire spectrum of drugs That
has cost a greot deai of money

The Food and Drug Administration does provide core funding tor
our general study which encompasses many various aspects of drug
induced discases

Maltormations are just one part of what we do Insofar as the
Food and g Adnunistration has. over the past 5 vears, provided
30 percent of our core costs, it s farr to say that the Food and Drug
Administration must share the responsibihity for funding 'ths mal-
formation studs

The direct costs for that maltormatron ~tudv have come trom «

industry

Mr Gore 1 owht note that the relevant budget in questmn I~
being cut from X1 5 million to *1 1 nullion

Dr SLONE Yes

Mr Gore Mr Walgren® -

Mr WargreN | wanted to ask when vou move trom the cohort
study to th& case control study, vou really get very specific as to
the defect agd one of the statements that strack me 1s that perhaps
drugs can cadee a range of defects, particwlarly—--

Dr Stone That 1= a nuscomprehension ~We do not become spe-
ci¥ic We steer-the system but we interview every single different
malformation we can get 1n an ard®

We blanket an area antd we try to dentify every malformed child
and we try to cover the widest possible range of malformations

Mr Waroren Solely on maltormations You are excluding any-
thing like spdbntaneous abortions”

Dr SLo~NE Yes - T

Mr WarereN You are excluding, T am -ure on the kinds—
perhaps things that are not considered as -evere
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Dr Stoam Mental derangements in tunctionmg or motor We
have not studied that That 1~ a totally different thing It 15 a
legitimate and impertant area, but we cannot study evervthing

. We have retricted ourselves to what we think 1~ the most impor-
tant area imtTally That s phyical maltormations, but correlated to
what vou have aid 1~ that one of the hmitations we see to our
study s the fact because we are ogly studsing 700 or X00 mal-
formed children pep vear the range of maltormations that we can
trap 1n gur system and evaluate 1s limited by small pumber-

+ If-vou asked me t9 do what I thought was the best job tor the

United States, I would sayv we should be studving between 3,000

and 5.000 malformed children each vear but I cannot foresee in the

near future having the funds to do that

One nurse miterviewer deploved 1n the field can conduct between
2000 and 300 nterviews per vear maximum  That means finding
them. chasing them down. getting permission from the dogtors,
‘permission from parents, setting up interviews, traveling to peo-
ple’s homes, doing the interview, and so forth '

80 1t means that for every LO0H malformed infants that need

<tady you need three tull-time nurse interviewers in the fidd, <o

you ¢an see what kinds of costs we arc dealing with

Forvevery three interviewers vou have n the hield. you need a
group of people at the centrapiacihity i order to process the data
and admimster the study A

\r WarsreN That s on case control?

r Stontk On case control

When vou talk about cohort study. the order of magnmitude of

2\ exdpense poes up by hundredfold

M Whraren What 1= s0 expensive about the kinds of broad
mntormational gathering of data that wouwld go up « hundredtold on
an mdividual case”

D1 Siont. The wohort study 1= very netficient For every 100
women vou would enroli i o cohort <tuds, only three would be
malformed You have 3 percent vield i

We have alreads spent 200 millien dollars conductimg a cohort
study You have on tile a book that sa- published as o consequence
of that analvsis That analvsis was frscrating because we ended
up withessentially fewer malformed children from 20,008 pregnaint
women than we currenthy have atter a couple of vears of modest
atfort apphied to starting with, malformed children rather than
jollowing the pregnant mother.

M1 Gore The cost assopiated with such a cobort study might be
reduced significanthv by brgrvbackmg data from HMOs and Medie-
atd, 1= that not Lorrect”? - -

DroStonk Yes vou oouwdd do that T oam not adverse 1o usme
ather resources .

For example Keser Permanente m Los Angeles has o very large
arostp of people they provide medical care to Perbaps one das
the futare that resource conld be Milized. but once agam, HMOs
can provide basieadly the samegswo kinds of data

You can take HMO miormation and use it i a casg control
mode You can sy we will look at all maltormed children that this
HMO dentities or vou can look at 1t from the point of view of
tollowine the mothers themselves The mhberent hmitations 1 de
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scribed of these two approaches are still present The source of the

data makes no difference.

If you have 10,000 pregnant mothers, you are going to end up
with 500 malformed children no matter how you shee it.

Ypu have small numbers problems. Once again I know you are
interested—for example, you indicated in your letter you were.

- curious about the kind of risk estimates you can place around a

particular drug: Let me emphasize where yod have tiny numbers,
statements you make about safety or nonsafety then have such
enormous ranges around them they are not terribly useful.

That is a #inction simply of numbers. One cannot overemphasize
that in this particular circurifstance what we really need 1s a study-
which will have sufficient maferial so we can make estimates that
are fairly tight and that can be used properly by public heaith
authorities, by the Food and Drug Administration

Mr WaLGren The difficuity 1 have is that if you were to assume

- that a drug could cause different kinds of birth defects, and then

vou rule out some of those birth defects such as whatever might
trigger a miscarriage, that you then would reduce the-incidence in
the ones you actually looked at down to such a degree that th-y
would get lost 1 the normal expeeted frequency of birth defects.
We would have missed putting our finger on causstion Does that
trouble you” .

Dr. Stoxke It doesn't trouble me, because all we know concerning
animal effetts, a proven experience In the human population, is
drugs virtually never cause malformations across the board. They
are always of one sort and perhaps with overflow to one or two
other systems We u=e such a wide range of malformations ranging
from serious to trivial, such as inguinal herma, that we are reason-
ably confident we are not miseging low level teratogens 1n this
approach We are reasonably confident we are not missing some-
thing that 1s causing every single conceivable malformation. You
have to postulate the drug was causing virtually over 50 or 100
malformations with equal frequency 1n order for us to lose sight of
a teratogen ur.der those circumstances

Mr WaLGREN So vou are saying the studies you are invalved in
are 50 inclusive 1p their defimtion of birth defect they are going to
ptek up what you would expect”:

Dr StonNe [ think mmtally they are going to pick up birth
defects_that are reasonably common, that we have_sufficient
ipformation on, as the study expands and becomes 1nstitutionalized
find ag we gre able to study greater malformations. -

Mr WaLckeN Let me ask vou this. Was closed bladder—we.e
thev included 1n your Bendectin malformation study? .

Dr Stone We only addressed 1n that stud: two malformatigns
We lovked at a spectrum of cardiac malforma.ions, and we looked
at cleft anomahies There are any number of other anomalies we do
not have enough information on to make a st:tement about. We
hope, over time, as we eontinue to collect malformations we will
continue to publish papers on Bendectin and other maiformations
and show there 15 an association or there ay be an association.
But at the-moment the data is not available to address that issue

One of the reasons why I think it is urgent for this stéidy to be
expanded to an order of magnitude commensurale with the needs
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1s because we need to be able to look at some of the rarer malfor-
mationathat we can't address at the present moment

Mr. Gore. Thank you I have a couple of briet questions, and
then we will move on What about a study to establish a base raté
among women who use no drugs during pregnancy” Has that been
attempted’

Dr SioNe You are taiking about the cohort If one were to go
the cohort way, you would want to inciude the group of women

Mr Gorg But it has not been done.

Dr Stone In the book we have there were a small number of
women who had not used any medication, but it 1s tiny [ think in
the case-control study we do {jnd women who have used no drugs
whatsoever

Mr. Gore New isn't it true that both the case-control approach
and the dohort method make it difficult. if not 1tpossible, to pick
up problems asso(‘lated with new drugs in a reasonable period of
time”

Dr Scoxe 1 think that 1s very difficult As’a new drug comes cn
the market, 1t has to penetrate the market sufficiently in order to
express its etfect before we can pick it up

Mr Gore The deficiencies of the onlv av anlable epirdemiological
approaches enhance the importance of drug_experience, reports
provided by the pharmaceutical companies, don't they”

Dr SLone. But the nature of drug experience reports, however,
in pregnant women. once again, are saddled by the slides I showed
earlier where, for example, there 1s a certain baseline expected,
malformation rate vou would observe The only situation where
case reports are useful 1s where you have a rare malformation, a
strange malformation and rarely used drugs The coexistence of
reports of rare malformations in association with rarely used drugs
has a lot more 1mportance because as you can see from the illustra-
tion where a drug 1s only used by one-tenth of 1 pergent and the
malformation 15 extraordinarily rare, the probabilities of those
reports coming in due to some totally chance association are obvi-
ously much less than i the drug whic! 1sed commonly and in a
malformation whick occurs commonly, so spuntaneous reports have
a role to play

If you wanted to certify a drug for specific use 1n pregnancy. you
could require all women who used that particular drug to be fol-
lowed so what we call the restricted focused cohortfor only those
women who only use that drug makes some sense

Mr Gowe As far as vou know, has FDA ever required such a
study” s

Dr SLoNe As far as I know. no But my knowledge in this area
1s Incomplete

Mr Gore The statistics and the numbers can have a numbing
etfect but different <orts of lessons can be derived from studies
such as yours by circumsceribing the areas of uncertainty and the
areas within which debates are raging You can also highlight the
smportance of information upor which we an rely and the vast
amount of uncertainty enhances the importance of information
such as that dernved from timely drug experience reports and
makes 1t all the more important that companies provide them and
not <1t on them or in any other way screen them hecause each one
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of them has the importance magnified many times over by the very
uncertainty' that 1s associated with the other epidemiological evi-
dence that we have available.

So although we can be numbed by the statistics, we can also «
learn from them I have some other questions but I think I will
forgo them. We appreciate the exeellent testimony you have pro-

' vided and the work ybu have done really remains the most defini-
tive in this field, and we appreciate your contribution today.

Mr. Gore Next we have Hon. Arthur Hull Hayes, Jr, MD,,
Commissioner, Food and Drug Administration; accompanied by-
Marion J. Finkel, M D., Associate Director for New Drug Evalua-
tion; and Judith K Jones, MD., Ph. D, Director for Division of
Drug Experience.

Dr. Hayes, it is always a pleasure to have you appear before the
subcommittee. I had some kind words for you earlier in the pro-
ceeding which I shan't repeat on this occasion, but I have been
most pleased with our working relationship and I am delighted to
have your testimony on this matter

Without objection the entire text of your prepared statement will
be put into the record Do the other participants have statements

also?

~
STATEMENT OF HON. ARTHUR HULL HAYES, JR., M.D., COMMIS-*

SIONER, FOOD AND DRUG ADMINISTRATION, ACCOMPANIED —~

BY MARION J. FINKEL. M.D., ASSOCIATE DIRECTOR FOR NEW -

DRUG EVALUATION. BUREAI' OF DRUGS, FDA: JUDITH K.

JONES, M.D,, PH. D.. DIRECTOR, DIVISION OF DRUG EXPERI-

ENCE, BUREAU OF DRUGS, FD.:\\AND TOM SCARLETT, CHIEF

COUNSEL .

Dr. Haves. They do not, Mr Chairman. )

er. Gork. Please proceed with your presentation.

r Hayes Thank you, Mr: Chairman, and thank you for your
previous remearks. I will look forward to reading them in the tran-
script.

May I at this time, in addition to my colleagues who accompany
me, introduce Mr Tom Scarlett, Chief Counsel for the Food and
Drug-Administration, who is with us here today.

Mr. Chairman, I am pleased to accept your invitation to appear
at this’ important hearing. In the past several years, we have
witnessed an increased awareness by physicians and other health
professionals and by prospective parents in the safety and effective-
ness of drugs used in obstetrical practice, particularly those used in
women during labor and delivery. The_primary focus of this aware-
ness is on the potential risks these drugs may pose to the health
and<well-Being of unborn and newborn infants. We at the Food and
Drug Administration (FDA) share this concern, and I am pleased to
have this opportunity to describe our policies on drugs which may
be used in pregnant women and during labor and déliverv -

I should start by expressing a well-known axiom thgt no pharma-
cologically active substance is completely free of risk. Thus, any
active drug which is capable of exerting a pharmacological effect

= carries with it some potential to produce untoward effects. In most
instances, the untoward or urwanted effects occur in the same
person who takes or receives the drug and in whom the intended_
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effect 15 directed In such cases the benefit. tisk determnation 1s
relatively straightforward The guestion 1s, do the potertial
berafits from the drug to help 1in diagnosing or treating a particu-
lar disease or condition outweigh -its potential to produce harm or
undesirable effects In drugs used 1n pregnancy and dunng obstetri-
cal pradtice. the benefit?risk considerations must take 1nto account
the potential of n drug, intended to help the mother, to cause an
unwanted or undesirable reaction in her child In evaluating a new
drug for marketing, the agency attempts. within scientific limits, to

assgss the risks and benefits. The results of the assessment arg.——

communicated to physicians n the official labeling of the drug
This labeling 1> carefully reviewed with the drug’s sponsor prior to’
approval so that each product cap be used 1n a way tu maximize 1ts
therapeutic potential while mimimizin:? its risk ,

Since thg early 1930's, FDA has been aware of fetal damage
resulting from various envirunmental agents to which the mother
was exposed,such as X-radiation and rubella virus infections
Amnopterin. a drug marketed 1n 1951 for treatment of acute leu-
kemia. bore u ~trong label warning against use 1n pregnant women
The warning was based on adverse effects in animal reproduction
<tudies which included abortifacient effec.s and abnormalities n
the embryo

Teratogenic effects in the human infant were subseayently dem-
on~trated by the birth of severely malformcd infunts as a result of
unsuccessful use of the drug to induce abortion This was one of the
fir<t drugs demonstrated to have teratogenic effects in humans and
the effect had been predicted from anime: reproduction studies
« Adverse effects on the offspring may include teratogenic effects
during criticafeariyv periods of organ development 1n the fetus;
pharmacologic or toxicologic effects of the d€yg during or immedi-
ately following exposure. or delayed "effects which may "become
apparent months or years after exposure An excmple of delaved
effects 15 the developmen* of adenocarcinoma of the vagina in
teenage girls and young women as the .osult of their mothers’
exposure to diethyBulbestrol, DES. during pregnancy

We believe that mcreasing public and professionat awafeness of
these potential effects has been a contributing factor in the de-
creasing use of drugs both 1n number and dosage during labor and
delivery in recent years I am equally convinced. Mr Chairman.
that the judicious use of effective drugs n association with 1m-
proved obstetrical care, advances 1n monitoring techniques, and 1n
care of preterm and newborn infants. has contributed to the de-
chne 1n maternal and neonatal me rtality over the past two dec-
ades Approximately 20 vears ago, the maternal mortality rate was
AT per 100,000 live births, today 1t s jess than ¥ per 100,000
Neonatdl mortality during the same pertod has declined by nearly
half The paradox 1» that technoiogical advances g products and
procedures for obstetrical care have themaselves rdised new gues-
tion~ concerning their safetv and effectiveness It is appropriate
that the public be informed of these 1ssues, wince the level of risk
which 1 acceptable ta soctety as a price for the benefits derived
from these scientific advances 1= indeed a public policy issue

FDA policies and programs relative to tetal protection have de-
veloped along several hines animal and human testing require-
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ments to establish mAet\ and effectiveness of new products for
marketing, benefit risk decistons on approvability of drugs tor mar-
keting, preparation and dissemination ot labeling and other
information on these products, conduct of postmarketing surveil-
lance to determine the incidence of known adverse effects, and to
detect previously unsuspected adverse effects, and review of new
mformation on potential fetal risks aerived from various sources,
followed by actions appropriate 19 the findings In describing these
programs | will also outline the bimits which confront us in certain
areas ’ »

FDA'< investigational new drug regulations and clinical guide-
lines require that before a nes drug can be studied 1in humans, the
manufacturer must subnut evidence of the drug's dentity and
purity, the resuits of pharmacological and toxicological studies con-
ducted in animals, the results, 1f any, of human experience from
clinical trals conducted outside the United States: and a reason-
able plan for studying the drug in humans With few exceptions,
women of childbearing potential may not participate as subjects
until reproduction studies have been completed in at least two
animal species

FDA guidelines for reproduction studies i animals are designed
to determine ettects of drugs on the ertire reproductive process.
including the etfects on fertility 1n the male and female, conception
and mmplantation of the embryo in the uterus, development and
survival of the fetus, the birth process, and the survival and well-
being of the offspring

Women of childbearing potential who are net pregnant may
participate a- subjects n the chimcal trials it the reproduction
studies 1n animals do not reveal any potential {or adverse effects
on the reproductive process and if reasonable safety and evidence
of effectiveness were demonstrated in early studies 1n men and
postmenopuusal women

.To participate 1n such chimical trials patients must give their
mtmmed consent, whieh cncludes their understanding of the
nature of the investigation and the potential rishs they may incur
Anima} reproduction studies do not alv\(ns pred:ict potential
human teratogenicits, therefore, a woman's, informed. consent to
participate should be based’on a clear understanding that a lack of
teratogenic effects in the routine animal tests by no means guaran-
tees safety for the human fetus For drygs other than those used
for a cond:tion related to pregnancy, ¥DA's climeal guidelines
advise that pregnancy tests be performed prior to introduction of
an nvestigational drug 1in women of chiddbearing potential, and
that the patient be informed o! suitable contraceptive measures
The guidelines also recommend that. when women become- preg-
nant during a study, fetal and perinatal followcp should be con-
ducted

With the exception of drugs specifically indicated to treat a
condition resulting from pregnancy. such as eclampsia or prema-
ture labor. or dyugs used during labor and delivery. pregnant
women are usuglly excluded as research subjects 1n studies of
ivestigational [hug The involvement of pregnant women 1n
tesedrch raises/the stitl unresolved issue of legally vahd informed
consent tor the unborn child to be 1tself mvolved 1n research not
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intended for its benefit. The result 1s that contr@led clinical trials

in pregnant women are ethically justified only for drugs intended
for geeating conditions specifically related to pregnancy, since only
in $Rat population can effectiveness of the drugs be established and
the. risks for both the woman ahd fetus be defined Such treatnrent,
when successful, can be considered of benefit to both the woman
and the child These dr\txgs are few 1n number, however. and the
majority of drugs canngt be assessed for fetal safety n clinical
trials prior to marketing This is true even though once on the
market the drug may be prescribed for use in pregnant or poten-
tially pregnant women 1n need of treatment for the condifion for
which the drug 18 indicated . -

This policy reflects departmental regulations regarding the pro-*
tection of pregnant women and the fetus as research subjects The
regulations are Based on the recommendations of the National
Commission for the Protection ot Human Subjects aof Biomedical
and Behavioral Research. The regulations specify that, if the gener-
al requirements are met, including informed consent. a pregnant
woman may participate in research 1f its purpose 15 to meet the
health needs of the mother and the risk to the fetus is either
mimma! or 1s Lmited to that which is necessary to meet the
mother's health needs We have interpreted this tos include
research only on investigational drugs or devices employed to diag-

nose orftreat a condition related to pregnancy, labor, or dehvery -

Drug research in general does hot meet' the requirements of

.munimal risk to the fetus since animal studies are not totally

predictive of potential risk As one means of addressing this dilem-
mz the FDA has recently taken several important steps designed
to improve the reliability of amimal tests as predictors of reproduc-
tive and teratogenic effects in humans A reproductive toxicity risk
assessment group has been established under the ayspices of the
interagency regulatory haison group. IRLG. to dev,el%p criteria to
support consistent interpretation and utilization of teratologic dgta
from anmimals and humans The grotp will arrive at a consensus of
such questions as what data are required to determine that a
substance poses a teratogenic or reprodt_xctive havard to humans,
what are the criteria for evaluating data, what is the best design
for the conduct of ammal experiments, and how accurately do
ammal tests predict human hazard”? To assist in this endeavor the
IRLG will hold a workshop on reproductive toxicity risk assess-
ment at FDA on September 21-23, 1951

FDA's National Center for Toxicological Research (NCTR) is con-

. ducting an interlaboratory study to evaluate the rehability and

cennitivity of a group of animal tests that detect postnatal behav-
joral effects induced by prenatal exposure to chemicals These be-
havioral tests may provide evidence for teratogenic effects more
~ubtle than the anatomicil changes which are the endpoint ©f
conventional anmmal teratology testing When reliable methods are
developea which will yield valid data relating to human infants,
they will be incorporated in FDA's guidelines tor animal reproduc-
tion studies Furthermore. as new prechineeal technology improves
risk detection 1t may be possible to expand the kinds of chimeal
trial~ in which pregnant women cdn partietpate
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In coopergtion with/\the IRLG. NCTR 1s also evaluating the use-
fulness of short-term’ teratological prescreeniny tests to establish
priorities for further testing of chemicals

In addution, ‘FDA scientists *participate- in some of the working
groups of the IRLG in the United States and the multinational
Organization for Economic Cooperation and Development, OECD,
that are imwolved 1n the preparation of toxicity testing guidelines,
including those for reproduction and teratology” These guidelines,
when adopted. w1l result in use of uniform-testing criteria for
chemicals by a large portion of the developed world. Presently, the
IRLG has guidelines published for teratology ‘studies and has pub-
lished for,comment guidglines for reproduction studies

To optimize the deslgn and conduct of chnical trials of investiga-
tional drugs, FDz’\ concluded thht written guidelines which provide
the current testing ‘approaches that experts consider desirable
should be developed for drug-companies and 1nvestigators To this
end, FDA and its scientific advisory committees have developed
over 25 chimeal guidelines for the study of various drug classes 1n
human~ Where appropriate, specific advice 1s given on tests to be
conducted in pregnant women and their oftspring exposed to an
mvestigational drug. as. for example, in the Local and General
Anesthetic Drug Guidelines

As vou are aware, Mr Chairman, anesthetics, particularly local
anesthetics, are widely uged in delivery The Anesthetic Guidelines,
recently updated by our Anesthetic and Life Support Drugs
Advisory Commuttee, provide that, in obstetrical patients, studies
<hoild be directed to determine effects on the fetus, such as placen-
ta' transfer of druge. respiration and short-term neonatal neurobe-
havioral effegts.” .+ -

The question has been rarsed by some whether long-term neuro-
hehavioral tests involving up to 7 to 10 years of followup of the
offspring should be condugted )

These tests would be uged to detect possible delaved effects of the
drugs on mental activity and behavior Our Anesthetic and Life
Support Drugs Advisors Committee, supplemented by consultants
in obatetrics, neonatoiogy, developmental pediatrics, neurology,
psychiatry. epidemiology, and biostatistics, recently conducted a
comprehensive review of the hterature on short- and long-term
neurobehavioral effects in infants of drugs used in labor and deliv-
ery The committee concluded that these drugs can exert short-
term effects and recommended changes 1in the labeling of obstetri-
val anesthetics to include this information The committee advised
that short-term nedarobehavidral tests be made muandatory for in-
vestigational studies of new drugs—previously 1t had considered
such tests as optional The committee votéd unanimously. however,
that no regulatory action was indicated at this time with respect to
delayed effects on the ¢mld

When animal and chinical studies on an investigational drug are
completed. FDA makes a decision on whether the drug has been
shown to be date and effective and whether its benefits outweigh 1t
risks  For drugs that are specifically indicated during pregnancy.
such a decwton necessarily involves consideration of risks te the
fetus Drugs for the treatment of premature labor o1 threatened
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abortion where evidence showed that they damaged the fetus
-would not, of course, be approved for marketing

On the other hand, other drugs which might be used for condi-
tions related to pregnancy or delivery but which would also be used
in the general population for other purposes would be approved
despite the fact that they may pose a risk to the fetus In such
cases the labeling for these drugs would warn the physician about
such risks, and. if they were major. 1t would recommend that these
drugs not be used in pregnant women For exampnile, the diretics
turosemide and thiazides, used for the treatment of edema—a con
dition which 1s not uncommon 1n pregnancy but which occurs most
often in older patients with heart diseases—may cause fetal harm
and the labeling for furosemide contraindicates 1ts use in pregnan-
¢y except for life-saving conditions and for thiazide warns that use
In pregnancy should be judicious Of course, if a drug that would
have wide applicability in a pregnant woman. as well as in the
general population. such as a local anesthetic, were to cause seri-
ous depression of the neonate in recommended doses, we might
very well refuse to approve such a drug for use in labor and
delivery because alternatives for these indications are available
that do not have this effect

Benefit ' risk considerations are not made by FDA staff alone We
have 15 advisory committees to which important drugs and 1mpor-
tant new safety 1ssues are brought for dehberation and recommen-
dations for appropriate action Frequently the committees are
aided by consultants with particular knowledge or expertise. Our
Fertihty and Maternal Health Drugs Advisory Commuttee. for ex-
ample, reviewed the new drug applications for ritodrine, a drug
used for-prgmature labor, and the drug, bromocriptine, used in
fermale infertility In both cases safety to the fetus was an 1mpor-
tant consideration This same committee also considered the use of
oxytocics 1n elective induction of labor and recommended that such
drugs not be used for that purpose

This committee recently cohducted an extensive review of the
epideminlogic studies on birth defects ingwomen who recerved Ben-
dectin for nausea and vomiting of pregnancy. FDA invited world-
reknowned experts to appear before the committee in this public
meeting The committee concluded that there is no-evidence that a
causal relationship exists between Bendectin and birth defects
However, because the committee had a residual uncertainty based
on two studies. it recommended continued surveillance. 1 have
previously mentioned the review by our Anesthetic and Life Sup-
port Drugs Advisory Commuttee of drugs used in labor and deliv-
ery .
When a decision 15 made to approve a drug for marketing, FDA
takes particular care to assure that the labeling reflects accurately
what 1s known about the safety and effectiveness of the drug.
including safety for a fetus exposed to the drug The labeling is, of
course, updated when new risks are identified after marketing

Labeling for prescriptron drugs has long contained information
on animal reproduction studies, human epidemiologic studies and,
when data are avalable to make such an assessment, whether a
drug should or should not be used in pregnancy For example,
ldh;lm for anticonvulsants. minor tranquilizers, certain anti-infec-
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toae drgg~ and Gvtotoyie anticancer agents contains information on
rish~ 0 the fetus Inoan effort to systematize the intormation and
teoprovide degrees of relative risk, FDA's new prescription labeling
resulations, promulgated m 1979, provide a method for supplying
pregnancy intormation ter all drugs i a manner which wall allow
"he physican to make an informed qudgment on the advisability of
d~tne a0 speatfic drug ina pregnant woman and to share the
“tormation with the patient

The prescription drug labeling regulations also provide that, if a
1. has a recoumized use during labor and delivery twhether or
ot it - labeled for such user labeling information must include
b ettedt of the drug on the mother and fetus, on the conduct of
wibfrand on the later growth and development of the child If
- ok dtormation s not known, the labeling must so state

I am ~ubnmutting a copy of these labeling regulations for the
recora s AL drugs approved in the past 1': vears contain such
o formuation an therr labeling For drugs approved prior to 1979, a
~ heduie tor relabeling based on drug classes provides for subms-
~ n to FDX by December 1952 of revisions to their labeling, By
e resi-ed Labehing tor all marketed drugs will be in effect Many
“ovised fabels B course. will be avaitable to physicians as early as
et vear Inaddition, FDA s daveloping class labeling for over 30
a2 Losses® Thes labeling will enabie physicians to compare the
“i=k~ amony the patividual drugs in a class Class labeling has been
dratted o narcotic analgesies and anestheties, drugs which are
a~ed i labor and delivery, and these provide ir.formation on short-
rermn rishs to the fetus and whether or not effects on subsequent
_rowth and development are known

These labehing eftorts will, we believe, e a long way toward
proved ag the best avatlable knowledge in a form useful to physi-
stans and padents It should be noted, however, that manufactur-
- r~ are not bemg asked to conduct animal rerroduction studies for

I frugs that have never undergone svch testing or human epide-
- vepie studies where such studies have not been conducted before

where conclusions on satety cannot be reached because of the
~adequacy of the studies In cases where data do not exist, the
sapeling will point out the lack of such information and the physi-
vin can judge whether to prescribe a drug whose labeling does not
mtan mtormoetion rom animal or human studies or to prescribe
o alternative drug where information 1s available

We are al<o directing our etforts to a review of the active ingredi-
+ - oner-the-counter [OTC drug products for safety and effec-
veness and implementation of appropriate labeling For thoese
Jroaes for which a potential risk to a fetus has been identified.
cabe b to consumers will contain warning information Where a
dr o= d~ed in g preseription as well as an over-the-counter formu-
ctteen Labeline will be compatible for both formulations Drugs
shach are tound to pose a serwous risk to a fetus will not be
tnutted to enter or ren.ain on the OTC market
I addition 1o labeling, FDA uses other methods to disseminate
tormtan an potential risks of drugs The FDA Drug Bulletin s
t-~mibated at deast tour times a year to over 1 million health
roatessonals Our o magazine, FDA Consumer. has contained arti-
- ol mterest to pregnant wonmen and reprints are widely circu-
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lated to consumers 2nd are available through our district offices
and the Consumer Information Center 1n Pueblo, Colo

At the time of apprcval of a new drug for marketing FDA issues
a detalled summary of the animal and clinical studies conducted to
establish its safety and effectiveness, including adverse effects asso-
ciated with the drug These summary bases of approval [SBA's] are »
available by subscription to all interested parties from the National ’
Technical Information Service .

The drug manufacturers issue “Dear Doctor letters” to dissemi-
nate information on 1mportant, newly discovered risks. In addition,
FDA's drug advertising regulations require that manufacturers
provide fair balance in presenting the benefits and risks of their
drugs to prescribing physicians

In your letter of invitation you asked me to consider methods for
providing information to patients As a physician I feel strongly
that doctors should inform patients about the drugs they intend to

: prescribe for them and be prepared to respond to their questions.
With respect to written information for patients, many private
sources have made such informatior: available in book and leaflet
form As you are aware, FDA requires manufacturers of oral con-
traceptives, estrogens and progestagens to prepare patient leaflets
which contain information on risks of these drugs to the fetus
These leaflets are being distributed by pharmacists

I am currently reviewing the patient package insert regulation
and considering what 1s the most effective method for assuring that
patients receive information about the drugs prescribed for them
Regardless of the method that is found to be most effective. I want
to assure vou, Mr Chairman, that whenever a serious hazard 1s
uncovered, such as the risk of estrogens and progestagens to the
unborn chid, ¥ will require that patients be informed of such risk.

We believe that our current mechanisms for dissemination of
information are generally effective but I grant that more might be
done to increase information on drug safety. For example, we can
als> consider use of the television announcements to inform women
that drugs may pose a risk to a developing fetus that they should
avoid to the extent possible use of OTC drugs during pregnancy
and discuss with their physicians the drugs prescribed for them,
including those to be used during labor and delivery. It must be
noted that FDA should not bear the full burden of supplying
information The professions of medicine and pharmacy also share
a responsibility for providing such information and they have, 1n
fact, assumed this responsibility on many occasions

FDA uses numerous sources to obtain inforfation on birth de- <
fects A chief source 1s epidemiologic surveys, such as The NiH-
funded collaborative perinatal study of 30,000 women and their
pregnancies, ncluding drug use; the Kaiser-Oakland study of
20,000 pregnant women on which followup data for a subgroup are
available for a period of more than 7 years, the ongoing Centers for
Disease Control study of trends in birth defects occurring in over 1
milhon births annually, the case-control studies of birth defects by
the CDC and the Boston Drug Epidemiology Unit which assess®
drug history in-mothers of children with birth defects; the Colum-
bia University study of spontaneous abortions on over 7 (0 fetuses
[mast valuable since the majority of birth defects result in sponta-
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neous abortions) and the ongoing analysis of the Seattle-Puget
Scund Health Maintenance Organization [HMO] data base of ap-
proximately 7.000 pregnancies ,

The agency has taken other imtiatives to address the problem.of
drugs 1n pregnancy, including: The formation of an intramural
Maternal-Child Task Force: the conduct of an intensive review of
all birth defects and perinatal adverse effects reported to the
FDA's adverse reaction system, the coordination of all data sources
on birth defects. and the communication to the medical cornmunity
of our interest in obtaining information on birth defects Thiese
efforts are part of a larger program within FDA of postmarketing
surveillance of drugs

We have established programs which signal problems, such.as
the spontaneous reporting system. the monthly literature review of
over 200 journals for new adverse effects, including birth defects,
and specialty registries of adverse effects We also provide financial
support for epidemiologic studies of birth defects and other preg-
nancy problems which test the hypothesis generated by these sig-
nals These include the Boston Collaborative Drug Study Program,
which has used the Seattle-Puget Sound HMO for study of birth
defects, the Boston Drug Epidemiology Unit, and the Oxford {Eng-
land] Survey of Childhood Cancers In addition. we are beginning
to use medicaid dara for the study of drug use in pregnancy and
birth defects

These programs have produced valuable information that has
resulted 1n labeling changes, such as those made recently for the
drug Bendectin

Further efforts are desirable and include the following Greater
encouragement of physicians and consumers to report birth defects:
expansion of existing intensive local surveillance efforts such as at
CDC' and the Boston Drug Epidemiology Unit and coupling this, if
feasible, with a standard method of documenting drug use in preg-
nancy: further analysis of existing automated drug diagnosis link-
age systems. such as the Seattle-Puget Sound HMO, medicaid, the
Collaborative Perinatal Study, and the Kaiser-Oakland data base:
development of, or access to. new automated drug diagnosis linkage
systems, development and implementation of use of a standardized
data record system for all pregnancies and deliveries. Implementa-
tron even it a portion of the country and roverage of only a part of
the 3 muillion pregnancies per year would be highly useful

I would like to make one final comment, Mr Chairman, because
of the nature and importance, of the matter, we have given high
priority and have devoted a considerable amount of our resources
to programs aimed at detectingsfetal risk and we 1ntend to contin-
ue these efforts) This 1s not a problem, however, that can be solved
by resources alone Our efforts cannot go beyond thets hmits 1m-
posed by the available methodology to detect such risks and the
genune ethical concerns raised about research in pregnant women

Mr Chairman, this concludes my prepared‘remarks 1 would be
happy to answer any questions you may have.

M Gorek Thank vou very much, Doctor, for a thorough state-
ment We have heard a lot of criticism here today about the risk/
benefit process that FDA engages in when approving drugs. While
most of us who deal with the FDA on a regular basis know that the
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drug approval process1s & risk - benefit proces- 1 tend to agree with
those who say the average A.merican citizen is unaware of this
Particulgrly when we are dealing with such a sensitive population
as pregnant mothers, what c.n the agency do to make fomen
aware of the kind of process with which we are dealing”

-~ Dr Hayves [ don t-know, Mr Chairman, except to comment and
emphasize crd perhaps expand the initiatives we have already
taken The FDA has tried very diligently over the years, in fact, to
make physicians aware of what satety and effectiveness mean in
terms of @rugs and. therefore. of the approv  process s0 they will
be aware and can communicate these th s to their patients
‘We have tried through vario.s avenues to ach consumers direct-
ly to let them krow what we are doing There are other initiatives
with which FDA has_ beei. wolved or which have occurred inde-
pendently 4 .

[ admit 1t 1> a problem and one I must confess 1 have been
Ereerned about during my post at FDA. that 1=, on mukihg people
aware of what we do at FDA, what some of our problems are, what
sort of assessments we have to make in terms of risk and benefit 1
would be very happy to receive any suggestions on how to be a
hetter educator. I assure you ve are most interested 1n this

My, Gore | have a £lggestion right oft the bat then The patient
package mnserts. | think. would be one way to do it Has the Fba
ever. or at least since 1962, not approved a drug hecause of poten-
tial teratogen.c effects”

Dr Havyes We have not -

Mr Gore Now I know ‘that whole classes of drugs are not
tupposed to be prescribed by doctors to potential mothers, but 1sn’t
it true that nothing prohiit- the prescribing of DES to women who
are pregnant” '

Dr Haves There 1o nothing in the law which the Food and Drug
Adrministration entorces that allows us to tell physicians how to
practice medicine In fact, we have been faulted for tryving to do
that, “hough 1 do notthink we were There 1= a way, 1f you will,
through the tort sy~tdm and neghigence that physicians are sub-
posed to use drugs appropriately and based on the evidence, but it
s not our responsibility and we do not have authority to enforce
that, and to tell a physician he may not prescribe i particular drug
tor a particular patient We can tell them tor what indications we
have approved thesdrug That s n fact ‘what 1~ in the infermation
insert that accompanies every drug and it 1s otherwise reproduced
or avatlable

When we ~ay a drug has-the fellowing indications, 1t means that
our assessment 1= 1n terms of sk and eftectiveness and benefit
that 1t may be used d4or that case but there 1= no way we can
prevent a physicien from usiny another drug

Mr Gore That is my understanding, too But what I am getting
at = it sou then find a pattern of abuse that the lack ol that
option ought to enhance vour sllingne-s to take more action
against the avatjabiity of the drug itself

Dr Haves The problem .. that very often thewe drugs, such ar
DES, are used i situations where there s no ~ubstitute or. at
jeust n many patients there s not DES i~ used in intractable
forts of cancer 11 we took that off the market becnuse a physiaan
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could use 1t inappropriately, we would deprive other patients that
would feel we had no right to keep it from them

Mr. Gore. Do you hav indication that DES is atll being pre-
scribed in inappropriate ¢ ‘umstances?

Dr. Haves I do not ha . any positive data. If you ask me do I
think that it ever occurs, I cannat believe 1t does not, but I have no

evidence that it does e N
Mr. Gogre. Dr. Finkel, do you have such reports” ‘\
, Dr. FiNkEL. I have seen a draft of a study made on use of DES,

and other estrogens, and oral contraceptives for postcoital use The
paper is not published. Actually the study showed that DES is used
very uncommonly This was a study done on students. In fact, the
most common drug use for postcoital contraception was~an oral
contraceptive .
. Mr Gore. Is 1t truey Dr. Hayes. that if thalidomide were going  *
through the new drug evaluation process today, there i1s a good
chance that it would be apskoved? e

Dr Haves. I cannot. speak to that because I do not know what
tests it would have gone through. When we saw 1it, it was a com-
pound that cume from another country! there 1s no way for me
/ to assess, 1n 1981, what studies it would Jhave been subjected to.,

. Mr Gore Well. let's say that it was ftroduced in this country
today and the American consumer rgfied not upon what other
countries did but what its own Feod ahd Drug Administration did
to protect the American public. Isn’t it true that there is a good
chance that thalidomide would make it through the new drug
evaluation process at the FDA today” v

Dr Haves. You mean in terms of reproductive studies or just in
general? Because in fact. the compound was not approved because
of a problem that FDA assessed in terms of peripheral nerve g
damage that was found 1n the countdown.

Mr. Gore What really happened, as I understand it. was that
you had some good luck over there—some good work but also some
good luck—and also 1t laid around for quite a long time during
which timg reports of serious malformations from countries around
the &orld bégan to come in, and that focused the attention of the
FDA on the specific drug thalidorude.

D AYES That 1s right. There 1s no question that the evidence
on th& ppocomelia came from other countries. The reason it was
lving arsund the FDA 1s because of an adverse effect, or toxicologic
effect about which we were congerned So there was reason for our
not upproving the drug There is no question that had that not

. occurred and had reproduction studies and others not shown any

- problems, -then the drug might very well have been approved. But

it 1s a little ‘difficult in hindsight to know what information you
would have had.

It is not a question so.much of relying on 1nformation but we are

- sensitive to any information about a drug, wherever 1t 1s obtained

We will assess the data to see if we think the data are valid, but it

J’ 15 ngt a question of relying upon 1t We look for any data or
information and track 1t déwn. if we think it relates to the approv-
- al of the drug or to the use of the drug once it has been approved

Mr Gore Well, in the ongoing debate over streamlining the
procedures. a goal which 1. too, want to see reached by FDA, 1t is
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well to keep in mind the risks which are still very grave [ know
that you require reproductive toxicity tests to be performed, but
isn't 1t true that under your own criteria you might disregard a
positive test for a teratogen?

Dr Haves l.do not understand what you mean by disregarc If
you mean that because a drug is positive n a test that ‘there is no
way 1t can get on the market. that 1s not true, because you might
deny people that would not be at that risk, such as postmenopausal
women, infertile women and certainly half the population which 1s
male and certainly those for whom the use of what might be a very
valuable drug I would not say we disregard it. it becomes a very
important part of the approval process and certainly of the label-
ng

"Mr Gore The FDA guidelines as I understand them indicate
that a positive test for teratogenicity is not necessarily a reason to
disapprove a drug Nov I understand that the state of the art
might be such that positive teratology might not be dispositive. But
1t strikes me we need to be more candid with the American people
about what we know and what we do not know with respect to this

Dr Haves As I pojnted out in my testimony, Mr. Chairman, this
information will be 1n the labeling or the fact that we do not have
the information will be there It is true that the guidelines do not
demand or call for absolute refusal to approve a drug because there
is a positive teratogenic study 1n animals. Indeed, for an indicatior:
that a drug be or could only be used and‘indicated through labeling
for use 1n prostatic cancer, 1t would not make any differencz. What
1> important is to make people aware, and we think that the
labeling which we have updated and think is.current with the state
of science today will make this information -available )

Mr Goge Mr Shamansky”’

Mr Suamansky Doctor, of necessity, the system here makes it
difficult to have perfect continuity, although the chairman s
trving to achieve that as much as possible.

If [ may continue ! know that Mrs Haire has tried and now our
subcommittee stoff has tried to get a hist from the FDA of those
drugs that are specifically indicated and specifically contraindicat-
ed for use in pregnancy and that your agency cannot generate this
kind of a list Don't vou believe that publication dnd circulation of
this kind of information would be extremely helpful, if not crucial,
in giving people mmportant information on which to make their
choices?

Dr Haves Well. 1 think it could be helpful but T am not at all
sure 1t 1s necessary | am not saying——

Mr SHaMaNsky Lets just take helpful I am assuming your
agency wants to be helptul if nothing else; correct”

Dr Haves That 1s right

Mr SHAMANSKY Are vou going to get such a hst. and how long
would it take to get it? A

Dr Haves | do not know It would be expensive, very expensive
indeed

Mr SHAMANSKY Why would 1t be ~0 expensive”

Dr Haves Because the system 1s not gesred. With all the drugs
that are varable and a't the information the system is not geared,
and 1t would be rather expensive from the standpoint of resources
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. to so teach the system, 1f you w1ll to pull out all drugs by mdlca-
tions and by contratndications.

Mr. SuaMansky. That is going to be—the prospective cost is such
in your mind that you would not make a list——

Dr. Haves. No, I did not say I would not, but I would have to

) *consider what it would cost me to do it. !
My. SHaMANsKY. At what point do you think it would be too
. expenswe’
Dr. Haves 1 do not know I can not make that assessment
) Mr. Suamansky You say you don’t have any criteria as yet as to
what would be too expensive?

Dr. Haves, No, } do not. Understand it is possible to know for
any drug whether. in fact it is indicated or contraindicated s1n
pregnancy by merely looking at the information on the drug.

Mr.-SHAMANSKY Yes Assuming that the inquirer knows all
about every drug, supposing he want{s—s¢he physician is inquiring .
as to what any number drugs might be good or bad available at his
particular location. In your method he is limited strictly to what he
may know at the moment.

Dr. Haves No. All he has to do 1s look at the information that is
available on every drug If he is looking for a diuretic for a part.cu-

- lar condition, he merely has to look at the information on each of -
\) . the two, three, four available diuretics Under the new labeling this
. will be even easier, because for the important groups of drugs v-e
- will have class labeling whereby metely lookimg at the information
' for a drug you will know the comparative assessment fof all of the
drugs in that class We have addressed thdf- qroblem, and I think
the class labeling will go a long way toward solvifigit.

Mr. SHaMANsKY. | know you are about to complete regulations

. on drug labeling that will categorize drugs A through X—A, B, C,
D, and X, concerning what we know about their effects on a fetus.
Of course, I think your agency 1s to be commended for that. Isn't 1t
also true under the system a category A drug that is supposed to be
safe for use during pfegnancy can be designated without either
short or long-term followup clinical studies or ep? demlologlcal stud-
ies after a drug has been approved” We really don't do anything in
a systematic way to followup drugs that might have problems at
the moment, do we”

Dr Haves. If I understand your quesaon on category A drugs
where human studies have in fact been negative, then we do not
demand that every suchydrug. those that would be relatively safest,
have the epidemiologic or surveillance studies What you are sug-
gesting is that we have to have surveillance on every approved
drug, because this would be the one with the less predictive risk

Mr Snamansky Let me ask you, do you have any system, crite-
ria, program for following up any drugs except 1n the most haphaz-

) ard of fashions?
Dr Haves No, that i nnt true at all We have a number of
studies for surveillance of drugs just as we have had postmarketing
- surveillance of drugs 1n the past It 1s not possible, we feel, to do
this for every drug or indeed some drugs would never get to
market 1f 1t were necessary What we try to do is determine by the
studies we have, for example, for category A drugs, where we have
epidemiologic data by definition we try to make a determination
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whether further epidemiologic studies or long-term surveillance
ill be really helpful. - . .
Mr. SHAMANskY. Doctor, on page 5 of your prepared statement
you haveng sentence’ )

For drugs other than those used for a condition reélated to pregnancy, FDA~

" clinical guidelines advise that pregnancy tests be performed prior to infroduction of

v
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an investigational drug 1n women of childbearing potential

What do you mean by advise? Is that the équivalent of require?
Dr. Haygs. Guidelines are advisory, that is what we think the
clinical invesugator should do and should require in his study or
before the conduct of the study. -
- Mr. SHAMANSKY. And it would be satisfactory to you or to the
field in general if they just ignore the.advice?

Dr.- Hayes. I think if they ignore the advice we would be con-
cerned, perhaps, about their competence to perform that sort of
stuay. »

Mr. SuaMaNskY. Then why not require them?

Drv Haves. Because it is very difficult to tell physicians or re-
quire what they are going to do. All we really have in terms_of
enforcement is that if they do not do certain things that we think
are scientifically or ethically justified or their IRB, institutiopal
review board, feels that you should not let them do the studies

Mr. SHAMANSKY. It seems to me implicit in your statement is the
fact that it would be bad, it would be unacceptable if they didn’t, so
there is pressure on—— ‘

Dr. Hayes. There is, pressure on them to do.it. There are excep-
tions that one can.coniceive—perhaps asbad verb—but perhaps it
would not be appropriate in a particular study. I do not think it is
possible to rake a generalization that we never have to have it, it
is a very clear and emphasized part of ‘the guidelines that this
should be part of the protocol. - K v

I might point out that we do not always have the final judgment,
that is to say, institutional review boards can be rather more strict
about some of these guidelines as well.  ~ ,

Mr. Suamansky. On page 6 of your prepared statement you say
the majority of the drugs cannot be assessed Yor field safety in
clthical trials prior to marneting. ;

Are you satisfied with that condition? : :

" Dr. Haves. No, I am not satisfied at all. I wish that the state-of-

‘the-art would allow us to have adequate and realistically predictive

- prescreening and screening and definitive studies, so that we knew

as much as we could, including teratogenic effects for every drug.
. Mr. SHaMANSKY. Mr. Wal ré? . -

Mr. WALGREN. Thank yof Mr. Chairman.

T vcanted to touch on a couple of subjects, particularly with
respett to_Bendectin. First, this, as I understand it, is the warning
that goes to physic¢ians along with the drug, which may or may not

be passed on to the consurter. Without objection I'would ask that -

that be submitted in the record at this point. ;
Mr. Suamansky. Without objection
[The information follows |

£

226

T e



223
Hendectin -
DESCRIPTION

Each specnall) coated tablet contains -

Decapryn® tdoxylamine succma»et—annhlstamme 10 mg

Pyndoxine hydrochloride - 10 mg

, . ' ACTIONS S ‘

+

Bendectsnn prowides the action of 2 unrelated compcunds Doxylamine succinate,
an antihistamine, provides anti-nauseant and anti-emetic activily; the pyridoxine
hydrochloride provides vitamin Be supplementation to hélp avoid pyndoxine defi-
ciency that may occur during pregnancy Also, studies indicate lg has an anti-
nauseant activity The anti-emetic action of Bendectin is delayed by a special
coating that permits the mghttime dose to be’effective 1n the morning hours—when
th(_r patient needs it most.

-

AD ~

. . = -

. . . INDICATION -

Bendectin 1» indicated only for nausea and vomiting of pfegnancy which gre
unresponsvve to consetrvat:ve measures such as eating soda crackers or dnnkmg hot
and cold hquids, which interfere with normal eating habits or daily activities, and
are sufficiently distressing to requirs -8rug intervention (See Precautions—
Pregnancy }

PRECAUTIONS

“  Because of potential drow.smes\‘s. Bendectin should be prescribed with caution for
.~ patients who must drive automobiles or operate machinery
Pregnancy Studies 1n rats and rabbits have revealed no syggestion of drug-
induced fetal abnormalities at doses of Bendectin up to 90 times the maximum
human dose -A review of eight cohort epidemiologic studies (1 e, these which com-
pare a group of individuals exposed to a risk factor with a non-exposed group! in
% men who recerved Bendectin during pregnancy and five case control studies (1e.
ose which seek to detect a specific birth defect) leads to the conclusion that thve
existing data do not demonstréate an association between Bendectin usage and birth
defects. However, two the case control studies sugested the possifility of an in-
creased risk of a cerﬁn type of defect. cleft hp/palate in one study and heart
defects in the other ause these two results emerged after multiple analysis of
the same date (1 e , looking at many drugs) and for other reasons, these findings dre
viewed at this time as hypotheses and not as definitive findings Other studies did
not report an increased risk of these defects, but additional studies are ongoing to *
help Cro arify the matter The degign of the cohort studies was generally adequate to
have detected a small tncrease tless than a doubling ') in the ovéerall malformation
rate, 1f 1t existed, but was npot sufficient te rule out a doubling of a specific
malformagion tf' for example, 1 per 1000 to 2 per 1000 For the above reasons, -
Bendectin shou be used only when clearly needed for the treatment of nausea and
vomiting of pregnancy not responsive to censervative (non-drug) measures .
When a_ decisipn has been made to use drug therdpy in the treatment of nausea
and vomiting of pregnancy, the physician should be aware that Bendectin has beew
the subject of a considerably Bsger number of epidgmiologic studies” searchmg for a
“risk of {nrth defects than have other antinauseants .

ADVERSE REACTIONS

The adverse reactions that may occur are th of the individual ingredients
Doxylamine succinate may cause drowsiness, verfigo. nervousness, epigastric pain,
headache, pelpifation, diarrhea, disorientation. or irritability

Pynidoxine hydrochloride 15 a vitamin that 1s generally recognized as having no -
adverﬁe effec ta .

DOSAGE AND ADMINISTRATION

Bendectin Jablets at bedtime In severe cgses or when nausca ucgurs during the
day | additional Bendectin tablet ip the morning and another 1g midafternoon

5

' Doubling !h( level of ensitivity many nwd( nuologists regard as feasthle to detect 10 the
demgn of studies of this fype

3
*
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HOW SUPPLEIED
Bottles of 100 ,

Mr WarLcren [ don’t have any cross-examination vn that tQ do
except to indicate for the record that 1t 1~ a very complex state-
ment, one that 1s sort of beyond the uiderstanding of the average
individual, if it were to wind up 1n their hands, and try to under-
score the point that whatever is done in communicating these
kinds of reservations or facts about a drug ve attempted to be put
in the most understandable form. I am sure that that is consistent
with what you had outlined earlier in your intent. is that correct’

Dr. Haves That is right, and I think the e is a.point to be made
here That information is designed and wriiten for physicians, who
do not want to be talked down to, who want all the information. If
it is complex, they feel they are capable of .:ealing with it and then
make a judgment Bendectin, in this circomstance, is_complex in
terms of the risks, relative benefits and the hke. There is no
question 1n the PPI program, the patient package insert” that is
available as part of that program when it 1s implemented 1n what-
ever form is written in lay language and 1s quite different from the
material you have before you

The audiences are different and just as the patient doesn't want -

to read a medical journal, the physician does not"Wwant to read a
newspaper

Mr SuaMansky Will the gentleman yieid”

Am [ to infer from that statement that you have a program for
PPI?

Dr. Haves There was a program for PPI's proposed and put in
the regulations before 1 became Commissioner 3%z months ago.
When I became Commissioner, I was told I would be responsible for
this study and for the interpretation of this, a t \study as it was
designed. My concern was that I was not sure it was the best study
and | warted, since I would be responsible for its implementation
and analysis and further decisions. to be sure about the study. The
study 1s on hold, 1f you will, until 1 have finished my assessment
this summer of the program and whether in fact 1 believe it is a
good study and whether it will answer the questions' That is, do
the patients get the information, do they understand it, is it the
best,»the most effective, the most cost-effective way to do it, and
does it result 1n some change? Does something happen 1n terms of

. decreased adverse effects, decrease 1n inappropriate use of drugs,

&

?

Q

decreased interaction of drugs and the like?

Mr SHaManNskY You have said a lot in words, but what are vou
driving at, Doctor” Are you saying that you are not going to use
simple language to tell the patient what the effects will be”

Dr Haves No, not at all What I am saying is that this particu-
lar program, the patient package serts for 10 drugs was designed
as z} study That after 2 years it would be determined whether this
wad a good way to do 1t, cost effective, educationally effective and

the hke [ did not design it

Mr SuHamansky [f I may suggest, the testimony of every witness
today —I can't think of an exception——-has <aid 1t would not he very
helpful

Dr Hayes That the pachage inserta——
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Mr SHamansky Yes, in lavman's languape, that would be help-
ful

Dr. Haves Well, there 1s a great difference of opmlon as to
whether PPI's would be helpful

Mr SHaMANSKY Where does the opposition to PPIs’ helpfulness
come from?

Dr. Haves There are many ——

Mr SHamansky I would be interested 1n the 1dea that 1t would
be not helpful

Dr Haves Many physicians feel 1t s an intrusion upon their
practice;, they are responsible for educating patients and they do
not think a piece of paper which 1s uniferm for all patients for a
particular drug or group of drugs given by a pharmacist or stuck in
a package 1s appropriate

Mr Snamansky And we were discussing Bendectin, do you
apply that to Bendectin’ -

Dr Haves That « why [ am reviewing the program One of the
questions 15 Is 1t a good study to see 1f 1t is an effective method?
Part of that question has got to be answered by that to the further
question for what drugs are PPI's appropriate There are thousands
of drugs Should there be PPI's for all drugs. or. if not. for which
drugs and for which drugs can we best determine the efficacy”

Mr Snamansky Then you are saving that the objection is a

_ philosophical one on the part of physicians as to whether or not

O
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they control the education of the consumer but the consumer, the
one who gets the drug administered to her and she has a child,
under this philgsophy she is not to be given that privilege?

Dr Haves There are many who feel it 1s the physician’s respon-
wibility to give that mformatioh, T am not saving | subscribe to
that

Mr Suamansky How do you feel”

Dr Hayes [ think physicians should provide the information, |
think frequently thev do not

Mr SiaMansky They should provide 117- But what happens if
the physician chooses not to. how do vou feel about the consumer's
right to et the information

Dr Haves I think the consumer has a right to know about their
drugs

Mr. SHamansky How do you feel about a patient package insert”

Dr Hayves [ do not know if that is the best way to do 1t

Mr SHamaNsKY When do you think you will know”

Dr Hayves I will know this fall

Mr ‘SHaManskY This fall?

Dr Havyes [ will know this fall how to do the study to find out if
it works. There are no data to find out if this is an effective means.

Mr SHAMANSKY The reason I am stressing this 1s that clearly
based on Mrs Haire's work 1t would be kind of integral I wish to
assure you that every ane of the witnesses uniformly thrust far up
until you felt PPI's would be something that would be helpful Do
vou believe a patient has the right to know about possible adverse
effect? -~

Dr Haves I do. with some exceptions, I think there are some
cases where It 18 not appropriate to tell a patient

<2l
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Mr SHamaNsKky OK Where in 'the Hippocratic oath is the
7~ doctor given the right to filter the data” - .
Dr. Haves No. | am not suggesting the physician has the right
to filter data )
Mr SHAMANSKY Isn't that the inevitable result of this philos-

" . ophy that it is the doctor who has the right to educate the patient?

Dr Haves No W#m saying the dpoctor has the responsibility to
educate the patient If he does not do 1t or doesn’t do 1t properly,
then we have to find other ways to do 1t

Mr SHAMANSKyY It seems to me what vou are doing 1s saying the
doctor makes a choice but he doesn’t suffer the consegquences

Dr HavesgThat 1s correct. [‘am not saying that the patient does
not have thd right to get the information

Mr SHAMANSKY How are you going to get the information to
him”

Dr Haves. I do not know, that is what I am trying to find out, 1
am trying to find out the best way; I am trying to design a study to
find the answer to that question. PPls are not the only means of
providing patient information that have been tested

Mr SnaMmansKy | didn't mean to suggest 1t was the only
method To this legislator 1t seems one rather ‘direct, simple
method

Dr Haves Well. 1t 15 direct 1f in fact the patient will read 1t It 15
not-symple. 1t 1= extremely complicated and expensive, that 1s the
problem | ¢ .

Mr SHaMaNsKY Simple in the sense that it 1s with the medicine
at the point of contact with the person who 1s go.ng to consume 1t,
simple 1n that sense I didn't mean to suggest that the information
contained 1s simple, 1t could be very complex intormation I am
talking about a method of informing a consumer about something
that will affect that consumer's hife and that of her child I am not
sure whether vour doubt 1s about the desirability of the
information getting to the consumer or merely the technical as-
pects of this study :

Dr Haves Of the methodolgy
+ Mr SHamansky Pardon’

Dr Haves The methodology of providing that information

Mr SHamanskYy And that is a big problem for you -

Dr Haves Yes it is a‘ very big problem yndeed. There is no use
‘embarking upon a program unles§ you are going to know at the
end of the study whether the results mean anything. If we put,
merely, PPIs or any other system of patient education out there
and at the end of two, three. five years. we do nat know if 1t has
made any difference, #}g why do we go to the effort or how do we
decide between the vartous modes of providing the information”

Mr SHamansky Doctor. it is my understanding that vour two
predecessors believed in the efficacy. the desirability of having
patient package inserts Do you agree with them 1n that assess-
ment”

Dr Haves I'do not know. and I do not know tor which drugs i
am not sure they are necessary for every drug that 1s on the
market. if indeed that could be workable For every pharmagy to
have thousands of package inserts I think would be difficult What
perhaps we ought to do f patient package inserts are the most

F . =
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effective way to provide this information, 1s also decide for wh:

drugs they are most important, drugs with lmghest risk or drugs It

high risk groups.

Mr SHamansky. We have been ®oncentrating here on pregnant -*

women. How about for that class of consumers?

Dr. HAYES ‘You ca not very well,.I do not think, design a system
of information whether pat.ent package inserts or something else
for a class of patients, it has to go with the drugs. Because preg-
nant women for one reason or another take a variety of drugs,
perhaps more than they should, but they still take them neverthe-
less or at least the possibility exists that they could be prescribed
for them. .

Mr. SHamaNsKY. I guess my difficulty and candor requires me to
say that apparently it is good for the patient to have the
information, but there‘is something about the idea of the patient
package insert that seems to have great difficulty for you. -~

Dr. Haves. :No, there is nothing about it that has difficulty for
me. I am just not sure how to find out whether it is the best way to
provide this information or if in fact jt is worth the effort.

Mr. SHAMANSKY Worth the effort” Using what criteria to decide
worth the effort?

Dr. Haves 1 do not know, that is what we are trying to do

Mr. Gore. Will the gentleman yield? . F

The fact of the matter 1s that—let’s be candid about it—it has
been studied for a large number of years and those who have

-studied it from the viewpoint of the public have come to the

conclusion that of course it is possible for patients to be given this
information in this form but the pharmaceutical industry has
chosen upon the transition to the new Administration and their
contacts to flex their muscles and bring the process to a grinding
halt I mean that igareally what has happened, isn’'t it. in all
candor?

Dr. Haves. Well, 1t has not to me because J have not talked to

anybody in, industry about patient package inserts since I have
been here and my 1deas about patient package inserts were chiefly
formulated before I became commissioner. At that time nobody
seemed to care what [ felt.

Mr. Goge. Your ideas about patient package inserts as they have
been expressed here are that you don’t know? What are your 1deas
about patient package inserts?

Dr. Haves. I think patient package inserts should be studied to
see if 1 fact that is a reasonable and effective way of providing
necessatry patient information, and further, for which drugs or in
what form should they be made available To say | am agaiust
patient package inserts is absblutely untrue, and I have never
made that statement; I do not think 1t can be inferred from any-
thing [ have said. The FDA patient package insert program was
designed to be a study.

Mr Gare. Do you recognize a commitment made by FDA to
prepare or require a patient package insert for Bendectin” .

Dr. HAYEs Yes, that was one of the drugs in the group in the
pilot study. that 1s correct

Mr. Gore Have you withdrawn that commitment”

Dr Haves I have not withdrawn that commitment

1}
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Mr. Gore Does the commitment still stand?

Dr. Hayzs. It does. The who}ef program has been stayed.

Mr. Gore. Why? ,

Dr. Haves. Because I do nqt know whether that is an appropriate
drug and 1 do not know if that is an appropriate way to provide the
best information about Bendec'in.

Mr. Gork. Isn't it true that the industry has fought PPIs in every
forum and at every step along the way? And isn’t it also true that
in speeches during the transition period spokesmen for the indus-
try indicated that the stopping of patient package inserts was part
of their agenda and that they were predicted that the patient
package inserts announced :n the previous Administration would
not be for the comin j——

Dr. Haves. I can not speak to whether they predicted that, and
as far as public statements from the groups that we have discussed
here, and I serve to be corrected, the Pharmaceutical Manufactur-
ers Association, I believe, in open testimony before a committee of
the U.S. Congress said that they thought that some form of patient
package insert was probably inevitable and probably a good thing.
I know that in open testimony the American Medical Association
said they were categorically against them.

- Mr. WaLGreN. Will the gentleman yield?

I was particularly pleased to hear you say that you certainly
honor the commitment to implement a patient package insert with
respect to Bendectin because it is my understanding that that
commitment did not come from the patient package insert program
or the push for the patient package insert from any consumer
groups but rather was one of the balancing vehicles that the FDA’s
own committee on fertility and maternal health drugs would be
very appropriate for Bendectin because of the uncertainties in-
volved and the fact that you are dealing with a pregnancy which
involves another human being rather than just the person who is
taking the drug. The Bendectin PPI, it seems to me, stands on a
very different ground it seems to me than do the patient package
inserts that might be recommended for other drugs, at least as to
the FDA’s commitment to them. That is why I was very disappoint-
ed when all were put on hold. I would really like to ask that you
look at Bendectin, in particular, and the patient package insert
with respect to Bendectin differently than you do the other 10 that
were agreed to

Dr. Haves. 1 think that is a very good point. I think what
happened temporarily is that the interest in having a patient pack-
age insert on this compound occurred at about the same time as
this pilot program and therefore it seemed reasonable to do the one
with the other. 1 think that makes sense. If good data on the
effectiveness could be obtained, you would have it on a very impor-
tz;)r:)t drug and one that the advisory committee was concerned
about

If for some reason, and I cannot state it now, but if for some
reason the patient package insert test program would not for scien-
tific reasons include Bendectin, then we would have to make a very
important decision. Should not a PPI be done, as it is now for
estrogens and progesterones and oral contraceptives, on its own
merits? That is a very good point. The reason the two came togeth-
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er was fortuitou. on a temporal hasis | wank the dichotomy would
open up again depending apon the form of the decision

Mr Gore How long will it take for the FDA to decide whether
or not patient package inserts ought to be 1ssued for Bendectin’ Do
vou have an estimate? )

Dr Haves It is going te take a couple of months because, as you
krow, there are administrative procedures that when I examine
anvthing in terms of poiicy meetings, and comment periods and the
like are necessary And I am not a lawyer I am sure Mr. Scarlett
could answer the details of this if you like I can tell you it will be
done with all the dispatch possible, because I think the whole are
of patient educatior: and education in medicine and pnarmacology,
which [ have been nterested in since I finished medical school, is a
very important one I would not want you or the subcommittee to
think that I am not interested in patient education. I have been
irvelied in this a long time

The yuestion before me is, Is this a good study” Is this a good
way for me to find out if this 1s the most effective way to educate
the public in general about drugs through patient package inserts
[ um going to be held responsible for that study when it is finished
Therefore 1t 15 my obligation, I feel, to be sure it is a good study.
There 1s no scientist that I know of worth his or her salt that will
conduct somebody else's study and then be held responsible for it.

Mr SHamansky | was very pleased to learn just now that you
have t -ought for a long time about patient education. Drawing
upon that long experience as an educator, what do you know now
+~ the most efficacicus way of informing the consumer, the patient,
as to the effectiveness of drugs and its effect on her, in this particu-
lar case. and the child? You don't come here totally  nformed

Dr Haves I hope not I think the best and most e.  _at way is
an individualized and thorough and exphcit discussion of the drug
by the physician who 15 prescribing it

Mr SunaMansky That does not change anything that we have
now, does 1t, basically? .

Dr Haves | am not sure how often that occurs

Mr SHaMANSKY Let me say that this 1s pretty clearly ail we
have been doing so far, relying solely upon whatever the physician
does The question we are raisin.. with ‘you here today is, How can
we go bevond, without 1n any way prohibiting the physician from
doing that” Why do we continue a reliance on the one method
wiich has already proved 1t is not doing the job”

Dr Haves [t 15 not doing the job totally in many cases

Mr Suamansky This s what we are talking about, the totally
part

Mr Gore If the gentleman will yield.

We had testimony today from Dr Brackbill that demonstrated
quite clearly, 1t 1s not a matter of whether the information is
totally getting there. pregnant women in this country don’t have
any 1dea what the effects of drugs prescribed and taken during
pregnancy are They just don't know. She did a very thorough
study Thore have been other studies. Pregnant women in this
country are not aware of the effects on the fetus of the drugs that
thev take during pregnancy And contrary to a statement in your
testiinony which | think was phrased slightly differently, we had
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other testimony that mo~e drugs are being consumed during preg-
nancy today than ever betore, and not only are pregnant women
not getting the information but the labels are actually misleaing
them into believing erroneously that the drugs have been looked at
for the ettect on fetuses and have been given the green lLight for
that purpos» And here we have a proposal that worked up—thuat
has been worked up over a long period of time to give 1 communi-
cation directly to the patient taking a drug. explaming what the
risks and benettis are, und how they are compared. and it 1s held
up And I think that—well, 1t 15 vbviou~ what T think about 1t, 1
think you ought to go forward

Mr Walgren”

Mr Warcres 1 would just ike to underscote the point that the
FDA  at feast fast vear was i the position of relving on the
Feruhity and Maternal Healtr Drug Advisory Committee’s recom-
mendations and that wa- the ground that they stood on to be
assured themselves that they were not putting the public to an
undue rick So when you turn to that committee’'s recommenda-
tions, vou find 1t immedately ashing for a patient package insert
with respect to Bendectin and no other drugs at that point And |
hape vou would evaluate that on that b <s, because the FDA-- and
[ know the public is relving on the FL . and the FDA 1s relyving on
the experts, and the experts now say that because of the particular
uncertainties mvolved with this drug and 1ts relationship to preg-
nancy that a patient packuage insert would be especially approprs-
ate and 11 fact recommended

And [ think part of that may be becauss we have women 1n
tremendous amounts tuking Bendectin, 29 percent, when vou go n
and you ask the experts how manv do vou think shouid be taking
Bendectin apd they <av 1t should be reserved for the extremels
rare cases obviousiy there 1= an excess use ot the drug T think the
committee, between the hnes. was knowing if they put this
mtormation n the hands of women a number of them would be
conservative enowgh in their own approach to thewr pregnancy that
vou would cut down o that excess use that we ali know s there

Dr Hayes @ think that 1« what they were clearly implving and |
thunk that was the hope ot therr recommendation

Mr WaroreN Let me go on to another subject T would hike to
try to under -tand for the record how the FDA develops information
en adverse reartions, adverse experiences n the community

Now we have g svatem for collecting adverse drug problems do
we not? How does th it happen’

PDr Haves Wairh Comr permission [ oam goros 1o ask Dr JJones
who runs the oftti s gjespon<isle tor that to onve v better
ttormation than [-on

Dr Joses  Basicallv the adverse reaction dinn expenence
program begins at the tine the doae 1~ approved tor marketing
And it extends o four areas, avtualiv One i~ the one which hae
been discussed today that 1= the reports from the manatas turers
Manutacturers are requited presenthy to report o us all adverse
reactnns reported to themn 1o they are severe, and that ncludes
birth detect= they have to be reported withan 15 davs, otherwis
they are reported o penodns reports quartori hrannoodiv and
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snnually That is the first source, and 1t 15 the major source at the
present time

Mr WALGREN Major source 1s the manufacturer’

Dr Joxes Of spontaneous reports. yes. The second source 1s
directly from the medical commumty That accounts for ab 't 1,
percent of r reports And those are retrieved by sohciting
reports, usua?ll} through the drug bulletin

The third source 1s from the medical literature. As was noted 1n
the testimony. we survey 200 Enghsh-speaking journals on a
monthly basis and capture all information about new and suspect-
ed adverse effects and also include this in our surveillance

The fourth area 1s from specialty registries We currently sup-
port four specialty registries which collect adverse reactions includ-
ing hepatic reactions, eye reactions. et cetera These adverse reac-
tions are collected and considered as signals of probiems . They are
reviewed on a weekly basis. and we categorizeghem into a series of
priority levels Those of highest priority are thise which are not on
the libel and are considered serious We use corroborating
mformation. including nformation, from the other spontaneous
report sources, as well as our other funded contracts. to determine
whether or not this should be carried further

Mr WALGKEN So 1t 1¢ vour evaluation of the reports that you
receive that focuses the efforts and the attenticn of the agency

Dr Jones That 1= probably the primary system ltis tair to say
that we are also cognizant of reports that we should be finding,
that s, on a new molecular entity that 1s on the market or might
he- used 1n pregnant women that otherwise was not studied We are
womewhat on the alert tor this tvpe of reaction, whether we get 1t
or not

Mr Warcres But vour primary ~ource for that, or certainly 1
mhajor source tor that would be from the manufacturer” He, ot
course, 13 the place that the person who 1= surprised by ar experi-
ence would go first and ask [ gather. and 1t 1= very important that
vau recene those reports that the manutacturer becomes aware of”

Dr Jonks Yes, that is correct And, <ome of these inquines come
i a~ inquiries rather than <trict reports We are cognizant of that
dilemma and currentiv have revised our reporting form for the
mdustry and also are developing guidelines to clantsy that

My Warokrey Why 1= that a dilemma something commg i as
ATL INQUITY

D Joses Sometimes 1t comes n as agquestion have there been
any cases of such and such”

Mr Wancrins Would the law require the manulacturer to report
that’ Would the law requite the manufacturer to report to the
FDA an instance where thv manufacturer become aware of sume-
one = heliet that an adverse reaction was experienced”

Dr Joses The regulations require that if the manutiacturer as
aw e ot an adverse expertence thes are required o report that to
!l\

AMr Warokes 1 oam cuttos as to the difference hetween an
mguiry and their benygr aware of an experience and whether or hot
wer are Joming reports because they may be treated as mquiries by
the manutacturer but net knowledee of experence that s re juired
1o be reported to the FDAY
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Dr Joxes Copgressman, we are concerned about the same thing
which 1s why we are currently making very specific guidelines with
respect to that specific -ue. which will essentially request that an
inquiry be followed up by a request for information, if an experi-
ence. 1n fact, 1s the basis of that inquiry

Dr Haves A word, if I may. Congressman, on this one because
vou put vour finger on  ne of the biggest problems i all of chinical
medicine and clinical pharmacolagy, that 1s when s a drug-induzed
adverse reaction really a drug-induced adverse reaction? One of the
biggest problems we had 1in hospitals {0® vears, and ~till have on
that side of 1t as a chimcal investigator and a hospital clhimeal
pharmacologist, was be.ng sure on the one hand that some truly
drug-induced adverse reactions went unreported, the very thing
yvou are talking at a ditferent level in terms-of the nguiry rather
than the adverse reaction renort

Fqually a problem in terms of any meanimmgiu! analvsis and
subsequent action 1s that evers time somebody thinks there might
be an adverse reaction or something changes in a complex individ-
ual or somebody thinks that mavbe something ¢ould happen, that
it 1> put down as a posi adver~e drug reaction, because on that
basts one could be afrare to use a Jdrug or to use 1t 1n patients
because of all the adverse reactions, and they are not really there
And 1in any hospital. any hosprtal chinical pharmacologist will tell
vou this the hardest thing 1< not to get peceple to write something
down. 11 I~ to write down \'()me-thmgjhcy are rather sure about or
that they huve checked onin a patioft To put down that somebody
developed a headache wter they took a particular drug 1s no help
i as~essing the headache potential of that drug unless vou find out
it the patient has a bran tumor, hypertension or 18 taking six
other drugs And  hat 1~ a very real problem that vou put vour
finger on and 1t poes botn wass, and there s no wav to presume
that they cancel out

Mr Warorrs At thes point an the record, without objection |
would ke to introduc:s a copy of a letter that was from Lucy
Bucklev ot Chi’ =1~ Hosoital that T believe the comnuttee does
have aocopy of oo eady T think it goes right to this point where the
manufacturer was made avware  and this has to do with Bendec-
tin-—the manutacturer was made aware of 4 ~tudv 1n which the
conductor of the tudy 1elt there wa~ an extremely nigh incidence
or certainly ot rased great juestion about whether o1 not Bendec-
e was related o the cardias maltormation-, as T understand 1t
thiat were discovered i thes ~tudy Yet T oam positive that was
never rejorted to the FDYA even though it invobved <some 000
wrodences of heart detocis retated oo this o raased the question of
whether 1o a0t some U heart defects were reloted to Bendectin
And this der* o in miy view was carefully wratten by oo lawver 1in the
cortpany oo throw the bodl back to the per-on doing the study m o
Aoy that D ooal'sy thers woas o obpcaton To renert thi- to tes FIA
Cortards the FIIY wos rover nboneed o 8
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Mr. WALGREN. Are you aware of this letter, Dr Jones?

Dr. Jones: I just became aware of it about 3 to 6 months ago but
that was the first time we became aware of it. It was subsequent 1o
our study of the Bendectin defects

Mr. WALGREN. But the letter was written in June of 1977 so it
has been several years without the FDA having knowledge of that.
Is the information in that letter the xind of information thet you
feel the FDA is required to have by law?

Dr. Jones. Well, this is something that Dr. Hayes has just ad-
dressed It is a dilemma because—a dilemma further emphasized
by Dr. Slone's testimony, the reporting of an event which is tempo-
rarily associated with a drug does not necessarily mean that there
is any causal relationship. So there is a great deal of ambiguity all
the way from the observer, that 1s the physician, on through the
chain as to whether there is a causality inference We have chosen
to say we would rather make the causality decision because we
basically have a process by which we look at drugs and events in
an agnostic f;a[@vnnand then try to make some infercnces

Mr. WaLGreN Given the fact there is a great deal of ambiguity
the question then arises as to who1s the proper one to resclve tht
ambiguity? Would you agree that certainly the manufacturer 1s not
the one to resolve that ambiguity?

Dr. JoNEs. We made a general policy to request the manufactur-
er to report all experiences to us in the precse langvage, recogniz-
ing this ambiguity 1ssue. Making the point of decision at the FD.A
rather than the manufacturer.

Mr. WaLcren How long has that policy been in effect?

Dr Joxts Since 1 have been there, for 8 vears approximately

Mr. WALGREN Three years?
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Dr Jones I think that has been a general policy prior to my
coming

Mr WaLcren Then the question arises as to whether the FDA
has the ability to go out and see whether that policy is being
enforced or not, or followed, rather. and it would seem to me that

when we have an agent, that 1s, the manufacturer, who we all _

know 1s not the person that we would put this burden on, then
there must be some independent look at the question of whether
all proper reports are in fact being forwarded to the FDA” Certain-
ly we would do that where there 1s a substantial amount of contro-
versy or smoke Would that be your feeling, Dr. Hayes”

Dr Haves [ think it 1s very important that we get the
information The question 1s how 1n fact does one get 1t, police 1t,
enfo:ce 1t” How does one know where to look? I quite honestly do
not think most manufacturers have warehouses full of hidden
information [ think. on the other hand, there is no question that
every event that ought to be reported for our judgment 1s 1n fact so
reported 1 think 1t 18 somewhere 1n the middle

But | do not have any quick answers I certainly do not have
adequate resources to go out and-start digging for every possible
event. either at the level of the manufacturer or at the level of
doctor-patient or hospital-patient interaction

Mr Gore If the gentleman will yield Do you think you need
more resources.to evaluate that information”

Dr Hayes Not to evaluate the information when 1t comes; I do
not know If 1t turned out that there was a lot that we had not
seen, then that might be very true I cannot give you any sugges-
tion on what resources or increased resources would be needed_to
go find that information

Mr Gore But you do think vou need more

Dr Haves Well, you would need more if yvou increased it be-
cause there is onlyv so many things that could be done

Mr Gore Do you think you need to increase it?

Dr Haves {1 am not sure—[ think 1t has to be ncreased. I don’t
know by what magnitud. R .

Mr Gore Then why «.i you cut this item 18 the budget from
315 to ¥1 1 million ‘

Dr Haves Because we do not have any authority now to go out
and dig the information We are talking now about extramural
work that is used for developing information and assessing 1t and
making decisions based upon 1t.

Mr Gore This is the extramural research budget item, 1sn’t it”

Dr Haves. That 1s right But an extramural budget is not the
same, 1f you will, as a force of detectives or a whole new system to
zo out and see where the information is or to go to hospitals and
set up whole complete adverse reaction reporting systems I can
tell vou nobody to this date outside the Government, let alone
instde the Government. has found an adequate adverse drug reac-
tion reporting system And some very intelligent and experienced
people have tried

Mr Gore Well, 1t would make sense to do some more work,
then. to try to develop that, woyldn't it? .

Dr Haves [ think 1t would be dehightful

Mr Gore Why are vou cutting the bhudget in that category”
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Dr. Haves. Because 1 have only so much money, and as the
money stays the same and the job gets bigger, 1 have to decide
where to put it.

Mr. Gore. Why don’t you reallocate 1t from some other area
then?

Dr. Haves. Because I am afraid those concerned about those
areas would ask me why I had done 1t The priorities and distribu-
tion of money has to be made, and when there 1s relatively less
money for the same or even an expanding job, one has to make
decisions If you have to cut all around. I am afraid that is the
realities of the situation.

Mr WaLGren. Will the gentleman wield?

Mr. Gogre. Yes. You have the time

Mr. WALGREN. | certainly know that there isn't any way that we
can examine every manufacturer, but would 1t make sense where
we are investing a great deal of effort, even the convening of
special councils of experts to look into a specific drug, that the
FDA make a particular onsite evaluation of whether or not, in fact,
you have all the data you expect to have on any given drug? In this
instance, we are not talking about 50 manufacturers, [ am sure.
This instance 1s just a way I would like 9, as a consumer, know
that the FDA was taking the individual initiatives so that I knew
the Government wasn't being sort of—I don’t know what the word
would be—led astray or not fully informed where it really counts.
Wouldn't it be approprialﬁlregardless of what your budget is, that
when you have an issue that you are investing aggregate deal of
resouices i and it is a very important and broadly used question,
in this instance Bendectin, that you make a specific evaluation of
whether you havé received all the necessary data that you expect
from the drug manufacturer®

Dr Haves. I think that is very true. and I think in specific cases

we not only can do 1it, but in fact we have done it. In fact, there '

was some concern because of physicians’ spontaneous reporting on
liver toxicities with a diuretic drug that was marked a. couple of
years ago—the generic name is ticrynafen—because we had con-
gerns about this, the timeliness of reporting, adequacy, so on, we in
fact did what you are suggesting. So it %n be done. The mecha-
msms are there. I think we are not quarreling at all about whether
it 1s a good thing It is a question oi deciding on which drugs and at
what stage you go out and do it. I couldn’t agree with you more.

Mr. WaLcren. 1 would just like to draw your attention to, in
particular, Bendectin 1n this instance. There may be others, but I
know about this particular drug and I know that Dr dJones, at
least. has had the benefit of evaluating this letter that raises the
direct question’ There are other reports that we feel were not
forwarded to the FDA that would, 1 think, direct your attention
even more toward Bendectin. So I would like to encourage you to
follow through on that approach

Dr. Haves | appreciate that Congressman

Mr WaLGrenN Thank you

Mr Gore Dr Jones. do you think the company violated the
guidelines that would require them to report such a communica-

tion to the FDA’
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Dr Jonks. 1 haven't looked at this communication for several
months My recollection of the communication, direct communica-
tion, would suggest that—I don't want to directly answer that
without looking at that communication. The cor  1nication was in
the form of an inquiry My understanding 1s « .at the company
interpreted that as such and did#ot .nterpret 1t as a drug experi-
ence report. Had we known of that we would have considered that
a drug experience report.

Mr. GorE You know. there are 770,000 pregnant women in the
United States who take this drug every single vear There 1s no
good epidemiological study that can answer the questions about 1t
that we know about. and we are refusing to, for the time being at
least, to tell American women directly that there is a risk associat-
ed with it and we are relying on the company to report instances of
adverse effects

Here"a doctor writes ahout numerous cases and—let me see—the
company says, vou are wrong, don't worry about that, this 1s no big
deal. The regulations supposedly require the company to inform

¥DA about reports of this kind FDA finds out about it. rothing 15%

done Nothing 1s done Did you make any inguiries of the general
counsel, for example) as to whether or not the regulations might
have been violated Py their withholding of this adverse report’

Dr Jones Our intérpretation was that that report—the interpre-
tation of the current regulations and readmg of the current regula-
tions 1s sufh that an inquiry could be construed as an inquiry and
not a drug experjence We have currently taken steps to rectifv
that That is our current approach, recognizing that type of ambi-
guity shouldn’t occur

Mr Gore OK. With your indulgence. I am going to recess for a
few miinutes There 1s a vote on the floor Then we will try to wrap
up as quickly as possible

Mr Shamansky is on his way back over here and he will crank it
up

i Recess |

Mr SHamansky Moving night along, Dr Hayes I was hoping
Mr Scarlett was here 1am sure he will be back

The reason 1 was hoping that Mr Scarlett would be here, maybe
he can advise you on 1t [ remain somehow or other skeptical, if not
incredulous, about the apparent inability except beyond reasonable
cause to prepare a list of drugs that would affect the fetuses ,of
pregnant women And I am just—1 cannot see, I cannot imagine a
court or the House of Representatives, itself, denying or ovérturn-
Ing & subpena from, say, this subcommittee and committee, to the
Food and Drug Admimstration seeking that information

Dr HaveEs You mean just a hist of all the drugs that have an
,ndication in pregnancy? Or contraindications”

Mr SHaMAMSKY A couple of the witnesses today have said they
have sought what they thought was reasonable, and it sttuck me as
reasonable, and obviously 1 have the tremendous disadvantage of
not being the director of the Food and Drug Administration as you
do You have that great responsibility But at some point>or an-
other each of us has to say, gee, what sounds sensible. what sounds
reasonable” And it didn't occur to me. still doesn’t, I hate to tell
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you. occur to me that with some reasonable effort that such a lst
couldn’t be determined .

Dr Haves Such a nst could be determined. Congressman. for
that as well as for 100 other areas, drugs that are a_problem 1n
pediatrics or interact with another We have been asked for such
lists or parts of such lists for various indications and contraindica-
tions and warnings and the hke It [ kad the facilities and the staft,
one could program a computer and put this information in and
bring the information out in many different wavs If there 1s sig-
nificant interest and a realistic expectation that a list of all the
drugs that have beer indicated 1n pregnancy and those that have
been contraindicated—that 1s, something that 15 positive data—if
there 1»,sufficient indication and expectation of its use, then the
list can be-generated [ am not sure doing it through the computer
would be the most cost effective way It might be better to =it down
with a PDR and just go through 1t page by page with a pencil

Mr Snamansky If you notice, I didn't suggest that the computer
was mvolved or not involved Ultimately someone tells the
computer what to do. so I think vou start with people Since we are
honored to have you here today 1t was logical to start with you

The reason I am responding in the way [ am 1s my hope that the
medical profession. and 1 an: including you and your agency In
that. the health professions, can achieve a lot more by cooperating
than getting the feeling s 1f they were with an adversary position
I. frankly. Doctor. am uncomfortable with thendea that the public
feels, the concerned part of the public feels that they have to turn
to the Federal Government for assistance here My theme has been
consistently today what 1s the medical profession doing on 1ts own.
academic medicine, organized medicine, and [ would hope that that
1= the kind of a thing that could be done voluntarils, with sort of
an outgoing open attitude on the part of vour agency. which s
apparently a key element in this cooperative venture that I like to
think we are following

Dr Hayves 1 could not agree more, and [ hope that there 1s not
Or, if there 15, that we can resolve any adversarial or arm’s length
relationship between the Food and Drug Administration and the
midical profession Quite obviously as a physician-Commissioner 1t
make~ me <omething a hitle less than schizophrenic 1 think 1t s
important that we work together There is cleatly enough work to
he done and there are sgme very real problems, and the best way
to do t——

Mr SHaMansky | hope, just myv own personal hope that the
whole question of the information with the Food and Drug Admin
i=tratfon has. par excellence, certainly more than any other entity
in th®country with respect to the effect of drugs on children, on
fetuses and their maothers, that vour agency could do ats best 1n
that area

Dr Haves [ oppreciate vour concern Congressman, we certamnly
will

Mr SHamaxsky Doctor throughout our mvestigation, it has
become clear that one of the major problems 1 dealing adequately
with the effects of drugs in pregnaney s the lack of adequately
predictive animal data. the lack of teratology | know that vour

Ageney 1= imvesting ~ome mones, at the National Center for Toxico-
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logical Research and through the national toxicology program test-
ing chemicals and developing methodology. ! wonder 1f you would
tell us what drugs vou currentiy are testing within NTP and why
they are being tested. and what additienal drugs vou would like to
see tested”

Dr Haves At this -tage, (nn;,re:,‘iman it 18 not a question of
drugs, 1t 15 a question really more of chemicals, not necessarily
those used for human drugs This 1s a methodological search and
evaluation right now 1 would be happy to give vou a hst of the
compound being tested Some of these are in fact drugs that are
a~ed 1n human-~ [ would be happy to mention them 1f vou like

Chlorpromazine hydrochloride 15 one Hvdrochlorothiazine, a di-
uretic 1> another Oxytetracycline. which 1s a broad spectrum anti-
biotie, probenecid, which 15 used 1n certain problems such as gouty
arthritis, sulfamethazine, which 15 a sulfa drug. and caffeine, which
1~ found 1n a number of over-the-counter analgesic preparations
That 1~ not an exhaustive hist Sorge others are being used because
chemically we hope they will bring some benefit in the methodolo-
£

Mr Gore We are going te have two additional votes 1n a row
We would like to submit some additional questions for the record,
Doctor. and 1r the remaining 7 minutes or so try to ask some more

At the time [ left tor the last vote. Dr Jones, I was asking about
the apparent withholding of data from the FDA by this company
Would vou agree that thes have withheld data on alleged adver-
~ary actions, Bendectin, which should have been reported o FDA

Dr JonNes As | sard. our current understanding of what we
would like now. that would be the tvpe of infofmation we would
lthke T would say at the time we received it was after we hsdB(i(;‘n
fairly thorotigh look at all of t* e epidemiologic studies on agec-
tin at the time So we were able to address this This 1s a very
Aeneral letter Alse, the patients involved in it were part of a study
which 15 one of the epidemiologic studies that addressed it So we
were already aware of the 1ssue by the time we recerved it

Mr Gore Dr Hayes, some of the labels on drugs approved by
FDA appear 1o be quite misleading to pregnant women They say,
for example, that this medication should not be used—is not ap-
nroved for pregnancy except during labor, and the implication 1s
that it has been examined for use during labor and that risks have
heen assessed, quantified, and evaluated and that the patient 1s
heing told that the risks are acceptable, when in fact the FDA has
no 1dea what the risks are

Dr Havyes I do not think that s quite true that we do not know
what the risks are It 1s - st that 1t 1s a different circumstance if
vou are talking absut using a drug in labor where there may be a
specific medical indication for its use at some other time when the
rick benetit would be quite different since the indication would be
quite different 1 am not <uggesting that all of our labeling for
phy=icians, which 1~ the labeling [ beheve you are referring to-—--

Mr Gorr Yes— —

Dr Hayes icontinuing] Is as clear as it might be and could not
be improved We attempt to do this all the time [ think what 1
meant there seems to be reasonably clear because lubor 15 a differ-
ent circumstance than other use~ for cuch a drug
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Mr Gore. But the indication is that it has been specifically
approved for that purpose.

Dr Haves. Indeed the drug may in fact be approved for that
purpose. Perhaps I mfsunderstand your question, Mr. Chairman

Mr. Gore. What drugs are approved for that purpose”

Dr. Hayes. Which purpose are you speaking of?

Mr Gogk. For use during labor.

Dr. Haves. There are a number of drugs. Certain local anesthe-
tics are used during labor.
| Mr. Gorkg. No. no, no. Which are approved by FDA for use during
abor?

Dr. Haves. That is what I am addressing .

Nr. GorE. Go ahead. Can you supply that for the record?

Dr Hayes. Surely. .

[The information follows:]

Mr. Gore. Under what conditions do you believe it 1s appropriate
and necessary for the agency to ask industry to undertake followup
epidemiological studies? For example, let’s take the drug Ritodrine,
the labor-delaying drug. We heard testimony this morning from an
eminent obstetrician from Jotns Hopkins who believes that the
risk/benefit ratio on this drug mgay be fairly narrow, to say the
least. I understand that you have \tarted some followup epidemio-
logy on this drug and that you werd tracking it carefully.

What other drugs currently onfthe market have this kind of
risk/benefit posture and what wodld you have to find before you
pulled a drug like Ritodrine off the fmarket?

Dr Haves. I think before we led a drug like this off the
market there would have to be ficient data to suggest.that it
was a drug that should not be 1Sed in terms of benefit because of
the risks that had been demonstrated. This drug is used for a very
specific indication, and that is to prevent premature labor. Clearly,
if this drug was shown in a surveillance or epidemiologic study or
evaluation that it damaged the fetus, then it wouldn't make very
much sense to use it to prevent premature—spontaneous or prema-
tuge labor in spontaneous abortions. So the kind of drug is impor-
tant. This particular drug is the only one indicated or approved for
that specific indication So one cannot generalize about drugs for
different indications or to be used for different reasons. :

Mr Gorg. Yes. Under what circumstance would you consider
asking the industry to undertake followup epidemiological studies
as a condition of approval? You are cutting the budget for your
own epidemiology. You say the need is there and you ought to have
more information but you are simultaneously cutting the resources
necessary for that purpose You say the patient ought to have more
information, but you put a hold on the only ongoing effort that
wol?d provide the patient with more information.

nder what circumstances would you consider asking the indus-
try, which after all makes lots and lots of money on the sale of this
stuff, to undertake—not only to comply with the regulation itself
on reporting adverse experiences but to affirmatively undertake
followup epidemiology?

Dr. HAvgs. [ think probably n terms of priority 1t would be those
drugs that we believe would be used for a prolonged period during
pregnancy, because the best evidence is, and 1 think it is also fairly
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logical 1n a predictive way, that these are the drugs that would be
most hkely to cause long-term effects 1f indeed they caused them at
«ll, rather than one that 1s used literally for five minutes or fo
hours at the time of labor or at the time of delivery Clearlv——
Mr Gore Now on what basis do you cull out the neurotoxic
etfects and assume they have no real cause for concern”
[Dr HayEs You meean acute neurotoxic effects”
Mr Gore Long-term neurotoxic effects
- Dr Hayes It 1s not a question of saying thev don’t mean any-
thing 1 was responding to your question as to what sorts of drugs
would you schedule for long-term testing

Mr Gore Yes

Dr ’ s I think the criteria, at least for priorities, 1t would be
nice te in terms of evervthing, but I think in ter:as of prionty
criteria, those that are used for a prolonged pert:u during pregnan-
ovoand especially those that have a wide use Now what data vou
<ot from such surveillance or epidemiologic studies would then
hate to be analvzed by the best methods available 1 don't think
vou would cull out any neurotoxic data If you saw neuratoxicity,
then vou would use vour best epidemiologic and statistical weapons
to ~es :f vou realls thought 1t had been caused by the drug As we
neard Dr Slone say today, that 1s not easy. but there are methods
-tih as his case method where this could be done

Mr o Gore OK T appreciate your willingness to come today and
to answet other questiens for the record We intend to pursue this
ndtter

Mr Wararen Would the gentieman allow one further short
pir=utt one further quentlun

Mr Gore Very guickly

My Wareren Dr Haves, we talked about the possibility of
nquirtes that the FDA would want to have forwarded on to the
FIA that might not be by manufacturers

[t 18 my understanding that the frequency of thi, 15 quite high
with respect to Bendectin It 1s also my understanding that the
wmpany kheeps a docket of aii the imitial receipts of experiences,
nut then not all of them are forwarded on to the FDA because
~ome are treated as inquiries and others arce aot treated as inquir-
1~ .and those would be forwarded on

Now the FDA has been operating unde. * pclicy, as | understand
the testimony of Dr Jones, for several vear, where even inquiries
are to be forwarded to the FDA Is that correct, Dr Jones”

Dr Joses Our hope s that 1s the case, yes

Mr Waroress Yes Mow my request 1s that the FDA compure
the loghook that 15 kept by the manufacturer o this pariicular
druy with vour recorded FDA adverse experienc  eports It 1s a
very simple one-trip ministerial function, perhaps, could be done
very conveniently, to see whnether that pnlicy, that yvou have stated
to the committee has existed for this period of time. has been
ollowed in this case T would sleep much better. | am sure preg-

1 women would sleep much better knowinyg that was 1n fact the
case Could you help me with that particular”

Dr Haves 1 will do my best and see what authority and what
possinfities there are But as vou poe 1t, 1t certainly seems hike o
rea~onable comparison
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M Woarawes thatn vou

A Gokrr Thank vou Thank yoon aldl conng here today
4 u<t ~iv [ have been impressed that Mrs Hare angd Dr Brackhill
were the only two witnesses today who seemed to perceive an
argency in the ase of drugs durng pregnancs Our other witnesses
Rave all shared two characteristios they lack that sense of urgency
ard ~omie w6 Lrtle procdem Tam not a screntist and can't evaluate
the evidene to determine accuratedy the degree of sk mvolved

S S

i

Bt adl witnesses hete agiee tat there s some rish Tomust say
v Loam greaths cone ned ar the lack of empathy T believe we
miget Ao more 1w ntrae e plesue thes issie to see that the
sabte s aven the beperr b e douht rether than che other
potaipants imvolsad

I woutd Dhe 1o Tk Lo pate oLt heaning
b oake i <t eend el e
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