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CONGRESS OF THE UMITED STATES
HOUSE OF REPRESENTATIVES
L

OF THE
SOMMITTEE G HYTERSTATE AaD FORTMS COUMIACE
WASHINGTON, P.C 2618

February 19, 1990

Hongrable HarleY 0. Stagfers

Chairman

Interstate and Foreign Cozmerct
Committee

¥Wazhingten, D.C. 20515

Bear Mr. Chairman:

The attached report of the Subcomnf ttec on Oversight and
Investigations focuses on issues raised by the marketing of come
sercial {pregarcd infant formulas that were nutritionslly defi-
cient, In this context, the report exapines the scoge of FDA
authority to protect the gublic, and the manner in which the FDA
carries out its responsibilities with vespect to product recails.
Moreover, the report revisws existing scandards and regulations
for infant formulas a3 well a3 the manner in which the manufac
facturer perforaed in this instance.

Cur fnves tifation found that over one hundred infants became
ill==some severely so--as a rcsult of having been JePendent on the
formula for a periad of time. Fortunatel¥, there were no known
deaths. However, the long term effects of extcnded ule are unknown.
In evaluating the actions of FDA and the manufacturer, Syntex, the
Subcommittee found that they had pussed over 3 mumber of opportuni-
ties to take action that would have mininlized or even prevented this
tragic affalr. For exasple, the FDA maintained outmpded standards
for the composition of infant formula. Moreover, lts internal pro-
cedures Wwere defective in that the health experts were unilaterally
overruled by compliance officials. And, the FDA was lackadaisical
1n it approach to the recall of the dei‘iclent product allowing it
to remain on the market three months after it was determined to he
Tife-threatening. As for Syntex, it failed to perform tests for
mtricional sdequacy during a critical interval, an action that re-
sulted in the preparation and ~elease for salc of chlorlde-deficient,
ajslaheled infant forsulas.

The Subcommittee recommends that Confrcss enact legislation to

crcate a separate category of food known as infant formula; that
infant forsula must contain all nutrients recognized as essential;
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that it be tested at eritical tines for purrittonal adequacy: aad,
that the FDA be given the ability to inspect records of infant
fornuly manufseturers. Hopefully, the report will zssast pur
anlrtee's Subcommittee on Health and Envircnment in irs considera.
rjoa of legislative reaedies to address this potentially serious
sltuatsain,

Further, the Subcoznittee recommends cervtain changes in FDA
recedures, And finallyY, because of the spparent violstions of the
oods Drug and Cosmotic Aet, the Subcommittee is referrinf this mat=
ter to the Justice Departzenr fn order ro seok & prosecutive opinion.

In closing, 1 would like to tako this cpperruniry to acknowledge
with appreciation rhe exzellent contribution of Dr, XKemneth Garduer,
who has been serving as 2 Congressional Science Fellow on the staff
of the Subcosmicttee. Dr. Gardner, a faculty member at the Medical
School of the University of New Moxico, has provided expertise and
invalusble assistance Jurlng the course of thls tnvestigation.

Sim N

Bob Eckhatdt
Chairaan
Subcommirtee on
oversighr and lnvestigaclons

Enclosure
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INFANT FORMULA: OUR CHILDREN NEED
BETTER PROTECTION

ProvLoaus

“Infant formulas are uniquely important to the health of
this Nation. Many infants are given formulas as the sole
source of nutrients for the first several months of their lives.
Their proper development and health ig determined to a
large extent by the quality of nutrition they get during this
critical time.

_ “Y regard regulation of infant formulas as among the most
important responsibilities of FDA. There is no margin for
error in their comlgosiuon and production.” [Statement of
Dr. Jere Goyan, FDA Commissioner, issued on the eve of the

subcommittee’s haaving.]

The statement of the newly appointed Commissioner reveals &n
understanding of the absolute necessity for healthful infant formulas.
At the same time, however, it stands in stark contrast {0 the FDA’s
inept performance when the agency was cailed on to deal with a life-
threatening situation involving infant formulas. Indeed, an equivalent

degree of sensitivity was not immediately evident in the Commis-
sioner’s own testimony. The subrommittee is hopeful that the near-
tragic circumstances of the episode at hand will Feighten future FDA
and mgnnfacturer performance to levels matching the words of the
Commissioner.

1. INTRODUCTION AND METHODOLOGY

Commercially prepared infant formulas provide & feeding alter-
native or supplement to babies who are intolerant of cows' milk and
whose mothers do not breast feed. The composition of these formulas
is established their manufacturers. Produets utihzing a soy-bean
base are especially popular, as evidenced by the fact that In the Unitad
States there are an estimated 20,000 infants on soy-based formulas
at eny given time. The composition of these formulas is & matter of
public interest. ) )

In 1967, the Committee on Nutrition (CON) of the American
Academy of Pediatrics (AAP) proposed standards for the composi-
tion of manufactured infant formula.! It did so in anticipation of &
review by the Food and Drug Administration (FDA) of all foods
desi%led for special dietary use, including infant formulas. In 1971,
the FDA acted pursuant to its authorities under Chapter IV of the
Food, Drug an;:f) Cosmetic Act_and promulgated standards for the
composition of infant formuls. These standards were similar to those
proposed by the Committee on Nutrition.?

1 American Academy of Pedlatrits Committee on Nuiritfon: Proposed shangesIn Food and Disg Admin-
Istration ul‘ulons eonceming ?omul? products and vitsminaminersl dletary subpleMents &/ Ir&mu.
Pediatrics 40: 9161967, .

FCFR § 105.3-105.85 (1971).

6 1)
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In 1974, experts of the AAP examined the need for ncw recommenda-
tions concermng the composifion of infant formulas. Developments in
the ficld of nutrition were indicating that nutrients might adversely
interact with one another, that vegetable rather then milk protein was
becoming increasingly popular as a formule base, and that there was
a growing need for uniformity in standards of composition,

In 1976, the AAP’s Committee published revised nutritional stand-
ards for infant formulns.?! FDA rezulations, however, were not
updated then or at anytime since its 1971 action. Current FDA stand-
ards for the composition of mannfactured infant formulas, therefore,
do not reflect the latest professionally recommended minimum levels
for essentinl nutrients, and this played a part in the near tragic events
described in thisreport. _

The Subcommittee on Oversight and Investigations entered an
investigation of soy based formula products at the request of two
subcommittee members, Congressman Ron Mottl, Democrat of Ohio,
and Congressman Albert Gore, Democrat of Tennessee. Their request
was based upon a Washington, D.C., television program, “The
Investigators”. The program charged that two baby formulas manu-
factured by Syntex Laboratories, Inc.—Neo-Mull-Soy and Cho-
Free—were nutritionally inadequate, that clinical illness was accom-
panying their use, and that cans of the formula could still be found on
store shelves well after a recall should have been completed.!

he subcommittee examined the specific recall of these products as
well as more general issues and allegations surrounding infant formulas.
'The subcommittee sought answers to the following questions:

1. What was the relationship between the use of these products
ngd re;sulting clinical illnesses, and how severe were the health
effects?

2. Did FDA carry out its responsibilities for determining the
need for and the monitoring of the recall in an expeditious ard
approprinte fashion?

3 ﬁms the FDA have adequate authority to protect the public
in incidents of this kin«? )

4. Did the manufacturer carry out its responsibilites in an
expeditious and appropriate fashion?

5. Are existing standards and regulations for infant formulas,
including premarket ingredient testing, adequate?

6. Are infant formulas & unique category of food that require
treatment distinct from other ?oods under the Food, Drug and
Cosmetic Act?

I1. SUMMARY OF FINDINGS AND CONCLUSIONS

A, Thie Subcommittee on Oversight and 1nvestigations finds that
the Food and Drug Administration:

1. Performed with respect to the recall of Cho-Free and Neo-Mull-
Soy in n manner which approached total disregard for the health and
safety of the nffected infants.

{8} The classification assigned to the recall by FDA compliance
officials was improper. FDA scicntifie experts (Health Hozard Evalua-
tion Board) unnnimously concluded that the sustained use of chloride-
deficient Cho-Free and Neo-Mull-Soy could cnuse serious heanlth

1 Pedlatrics, vol. 57, No. 2. Febevary 1978, pp., 250285 therelnafler clted a3 AAP Standnrds),
1 Press Helease: “Tlaby Formala: Tho Tildden Danger”, WNIC-TV, Oct. 25, 1970,
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consequences or death, However, FDA compliance officials overruled
this judgment and instead of designating a Class I recall, which life-
threatening situations require, designated the recall Class II, signi-
fying that illness from use of these products was reversihle or remote.

(h% FDA monitoring of the recall was inordinately delayed. The
recall commenced on August 2, 1979, hut FDA oversight of recall
effectiveness did not begin until October 24, 1979. .

() The level which the FDA estahlished to gauge the effectiveness
of the recall was inadequate. FDA directed that a Level C effectiveness
check be implemented to evaluate the recall’s impact. It required that
only 10 percent of consignees be contacted for evidence of compliance.
In light of the life threatening determination made hy the FDA Health
Hazard Evaluation Board, the level of effectiveness check was not
appropriate; it did not insure that all of the hazardous products were
removed from the market. )

2. Retained regulations for the nutritional eon;})osimon of manu-
factured infant formulas that are outdated and allowed umnsafe for-
roulas to be marketed. If the FDA had adopted the nearly four-year
old recommendations of the AAP’s nutritional experts, and specified
chloride minimums in its regulations, the events described in this
re[]s;rt. might not have occurred.

AL 'Eh?l Eauhcommltﬁee finds that Syntex Lahoratories, Inc. of Palo
, Calif.:
. 1. Marketed, as Neo-Mull-Soy and Cho-Free, synthetic, soy-hased
-infant formulag that contained deficient concentrations of an essential
nutrient, chloride. The formulas caused life-threatening disease when
used as a sole source food. Because chioride is an essentliﬁ nutrient
that should be included in infant formula and because Syntext failed
to include adequate amounts of chloride in Neo-Mull-Soy and Cho-
Free, the formuls was “unfit for food”” and had a “valuahle eonstituent
omitted”. Therefore, the subcommittee concludes that Syntex prod-
ucts were adulterated in apparent violation of section 402 of the Food,
Drug and Cosmetic Act.- .

2. Placed lahels on cans of Cho-Free that indicated chloride concen-
trations were 9 milliequivalents per liter of final formula. In fact,
. chloride concentrations were substantially lower. The suhcommittee

% concludes that Cho-Fice was mislabeled as to chloride content, in
aApparent violation of section 403(a) of the Food, Drug and Cosmetic
ct.

3. Placed lahels on cans of Neo-Mull-Soy which, while not listi
chloride, listed salt (sodium chloride) in an amount sufficient to yiel
o chloride concentration of 5.1 mil 'eqluivalen!,s per liter {quart) of
final formula. Analysis of the product disclosed a chloride concentra-
tion of 2.5 milliequivalents per liter (quart). The suhcommittee con-
cludes that Neo-Mull-Soy was mislabeled, in :X»pamnt violation of
section 403(a) of the Food, Drug and Cosmetic Act.

_4, Placed n the Physicians Desk Reference (PDR) a statement
that Cho-Free formula contains 9 milliequivalenis of chloride per
quart of properly diluted product. Chloride concentrations were far
less. The statement finds that the PDR statement was inaccurate
and misleading and was in apparent violation of section 403(a) of
the Food, Drug and Cosmetic Act. .

5, Placed in the Physicians Desk Reference (PDR) o statement
that Cho-Free formula (with ifs listing of 9 milliequivalents of chloride

9
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per quart) is the same as Neo-Mull-Soy except for carbohydrate con-
tent. This statement leq physicians to the erroneous conclusion that
Neo-Mull-Soy containet! adequate chloride concentrations. The sub-
committee finds that the PDR statement was misleading and in ap-
parent violation of section 403(a} of the Food, Drug and Cosmetic

ct.

6. Marketed Cho-Free and Neo-Mull-Soy which were apparently
adulterated and misbranded as defined by sections 402 and 403 re-
sEectwely, of the Food, Drug and Cosmetic Act. The subcommittee
therefore concludes that Syntex is in apparent violation of section
301(a) of the Food, Drug, and Cosmetic Act. Section 301(a) prohibits
introdueing into interstate commerce any food, drug, device or cos-
metic that is adulterated or misbranded.

7. Failed to cooperate with the Food and Drug Administration to
the extent necessary to assure approptiate Agency monitoring-of the
recall of chloride deficient products from consignees’ shelves.

C. The subcommittee further finds that, with respect to manu-
factured infant formulas, a need exists to:

1. Stren?then current requirements for composition.

2. Mandate testing for nutritional adequacy before marketing and
after any change in the manufacturing process.

3. Establish more stringent procedures for recall.

Hi. SUMMARY OF RECOMMENDATIONS

The Subcommittee recommends:
(A) That Congress enact legislation to—

1. Create g separate category of food designated “infant form-
ulas”, to include only those products that are intended to provide
a nutritionally adequate diet to normal infants. ‘

2. Require that infant formulas contain all nutrients recognized
as essential. .

3. Require that a product contain these essential nutrients
before permitting the label, “infant formula’’. .

4, uire that all infant formulas be tested {or their nutri-
tional adéquacy before marketing and after any change in the
manufactuting process. )

5. Require that recalls of infant formula products be conducted
as class I recalls, the FDA classification which recognizes a po-
tential for serious adverse health consequences or death.

6. Grant FDA authority, in infant recall situations, to inspect
manufacturer's records and to enforce compliance with recall
directives. .

7. Require that 100 percent of consignees bc contacted during
monitoring of infant formula recalls, a procedure defined as a
“Level A effectiveness check” by FDA.

(B} That the FDA— ) ) ..

1. Establish procedures that more precisely integrate decisions of
its Health Hazard Evaluation Board into the classification of recalls.

hese procedures must preclude administrative downgrading of a deter-
mination by the Board, unless by express action of the Commissioner.

2. Raview and clarify its procedures and regulations relating to the
classification and the performance of effectiveness checks on recalls,

10
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FDA administrative mechanisms must insure *hat manufacturers
~understand théir-responsibilities in a_recall and that monitoring is
peviormed t]allggedltiously and adequately.

3. Establish procedures that require that consignees—

&. be promptly notified of infant formula recalls,
b. acknowledge they have been notified, and
¢. provide verification that they have complied.

(C) That the Department of Justico—

1. Review the record of the Neo-Mull-Soy and Cho-Free cases and
provide a prosecutive ((:lpmion with respect to appavent violations of
sections 301(h), 402 and 403(b) of the ¥ood, Drug and Cosmetic Act,
or any other Faderal law.

IV, CASE STUDY—NEO-MULL-30Y AND CHO-FREE

On November 1, 1979, the Subecommittee held a public hearing
concerning two infant formula products, Neo-Mull-Soy and Cho-Free,
At the hearing, evidence was presente(f that these two products had
seriously deficient chloride levels. According to testimony, use of the
infant formula prior to August 1, 1979 was associated with at least 26
documented cases of hypochloremic metabolic alkalosis,® a chemical
abnormatity of the body caused by deficient chloride intake. One
-witness, Dr. Shane Roy, a pediatric ne&hmlogist from Memphis,
Tenn., who was one of the first physicians to deduce that nutritionally
inadequate formula was at fn.ulrt:, described three cases from his prac-
tice.* He had diagnosed the first case on June 20th and the third in
late July 1979, He considered the occurrence of three such cases

within a period of one month in one geographic area to be h'l%hly

unusual. Dr. Roy, realizing that all three patients had been on Neo-
Mull-Soy ss their sole source of nourishment, telephoned his findings
to Syntex Laboratories, Inc. on July 24, 1979, and inquired if other
cases were linked to use of S;irntex formula.” Syntex responded thqhgo
other cases had been reported. On July 26th Syntex contacted Dr. Roy
to tell him that four additional cases had come to its attention; two
from Staten Island, New York, one from Kentucky, and one from
Memphis, Tennessee.

On July 26, 1979, the Memphis-Shelby County Health Department
in Memphis, Tennessee reported the bospital admissions of Dr. Rfﬁ,’,s
patients to the Center for Disease Control (CDC), an a an;y within
the Department of Health, Education and Welfare (I{Ewg.* ollowing
receipt of this information, implicating Neo-Muli-Soy as the cause
of dangerously low low blood levels of chloride and potassium, the
CDC surveyed pediatric nephrologists throughout the country.?
Thirty-one cases of alkalosis were uncovered by the CDC; 26 were
associated with the use of Neo-Mull-Soy.'®

The Food and Drug Administration and the mauufactuver, Syntex,
were thereafter notified of the findings of CDC.M On August 1, 1979

infant Formula, hearinge befors the Subcommitiee on Oversight and nvestigations. Committes on
Intm?a'fo‘ and Forcign Comraerce‘ml'.;?s. Honisa of Hapresentallves, Nlh%oam. Tad sesslon, Nov. 1, 1979,
Se.ﬂﬂ N:bg gg {herelnatter clted as f1earings) at p. 9.
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Syntex convened a smail meeting of pediatric nephrologists and sub-
sequently announced n recall of its infant formulas.”? The recall
documents were approved by the FDA and went into effect on Au-
gust 2, 1979.%

The events leading to the recall were established from testimony
at thehearing and from written reports obtained froms FDA:

(a) In late 1977 Syntex, on its own violation, discontinued analyses
for chloride on its soy-based infant formulas, Cho-Free and Neo-
Mull-Soy." #

(b) Beginning in March~A]iril 1978, the company reformulated
these Ipw_ducl;s and voluntanly discontinued adding salt (sodium
chloride) in an effort to reduce sodium content.’® ¥

(€) When the Syntex formulgs were cited in the pathogenesis of
clinical illness by Dr. Roy and others in July 1879, the company
retrospectively analyzed samples from 1978-79 of formula.'® They
found that most lots were deficient in chloride.'" Rancdom nnalyses
b%' FDA and private laborat ories confirmed the finding.”* For example,
of more than 90 lots processed during the first 192 days of 1979,and
analyzed by Syntex, the majority contained one-third or less of the
AAP-recommended minimum cﬁlori(le concentration”? Only four
of 99 lots contained chloride in amounts that approximated the AAP
recommended minimum of 11 milliequivalents of chloride per liter
of formula.®

(d) As of August 31, 1979, about 100 cases were diagnosed in a
registry compiled by CDC.*

V. THE RECALL

A. FDA quthority and procedures

The Food and Drug Administration has defined policies and pro-
cedures for product recalls. Recalls are undertaken voluntarily by
manufacturers and distributors, or at the request of FDA, when the
agency considers & produet to be in violation of the lawsit administers.
The FDA docs not have the authority to mandate produect recails.
When the FDA requests « recall under its administrative regulations,
it has no authority fto imlpose sanctions against a firm that refuses to
carty out the recall. While it can obtain a court order directing it to
seize any product that it regulates, the FDA has viewed this process
as cumbersome and has rarely invoked it.

F “Eslagl‘i’shmnt Inspection Report™ hy FDA Insttetors S. P, Brudeerle snd B. 11, McCuflough,
Etlgi?d ll!.. Mg{. l,d 250. 1979, at p. 17 (herelnaltet ciied s EI R-Eifin).
. at pp. 2 and 8.
1 UEajablish I{umdlggn Report” In; 1;1:;4\ Inspectors W, L, voundell ond A. P. Seott, Palo Alio,
e ) « 5, an . 37, 1970, 2t p. 7. .
" Memo%a im of Byntex nho;'uloﬁfs Ine, ficm John Kpellstrand, EIn Blincls to Jack Cohen, rc;
Anshsis Resulis—1970 Prodncts inndated); Sisbmitted to snbecmmities on Oct. 30, 1979 theretnafter clted
asl;?mc: AMemo). :

id
¥ Letler Shane RoY. M, D, to Bnbcommitiee on Oversighy and Invenigations, Jan. 24,1980,
wFDA Chicago District Oftlee, Sample Mo, 70-161-091 of Cho-Free Formuls Dase, Ang, 16, 1970
: ‘ ?mx Afemo, P note 18,
 Iicaringt, supta note 5 at [ AN
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This study is limited to an examination of FDA recall procedures
as it relates to infant formulas. However, it does raise anew the need
for brond recall powers for the FDA®

B. Recall actions

‘The FDA, by approving the documents of Syntex on August 2,
1979, estabiished that the chloride deficient products would be removed
through the voluntary recall process. The FDA conld have sought a
court ordered seizure, but did not choose that pathway. While it is
not clear whether seizure was seriously considered by the FDA, the
subcommittee believes that in life-threatening situations, court ordered
seizures should always be considered as an option,

Once a decision s made to follow the volunta!?f rocess, FDA
regulations call for a recall strategy to be established.® Recall strate
requires that four critical actions be taken: (1) eval ation of nealth
hazard by an ad hoc committee, (2) designation of the class of recall
(i.e., class I, class II, ete.}, (3) designation of the level of depth to
which recall is to be pursued, and }4) creation of a program to verify,
through checks, the efTectiveness of the recall,

In the Cho-Free— Neo-Mull-Soy case, the level of recall depth ex-
tended to the consumer, a level considered appropriate by the Sub-
committee because of the life-threatening danger of the products.
In contrast, the Subcommittee saw reason to question decisions made
by FDA complianee officials in relation to the remaining three cate-
gories of recall strategy.

1. Action by the Heaylh Hazard Eraluation Board in the Cho-Free and
Neo-Mull-Soy Recall —FDA regulatory procedures call for the Di-
rector of the Bureau of Foods to select a group of scientists who will
evaluate the level of health hazard of a product being considered for
recall. Based upon this evaluation, FDA administrative officials assign
a classification to the recall.?

Dr. John E. Vanderveen, Director, Division of Nutrition, Bureau
of Fouds, FDA, who was a member of the Board in this instance,
testified before the Subcommittec that he initiated the convening of
the Health Hozard Evaluation Board of the FDA on August 2, 1979,
Dr. Vanderveen reported that at this meeting the Board voted unan-
imously to declare the soy protein infant formulas manufactured
by Syntex Laboratories, Inc. a potentially lif e-threatenin;i sub-acute
hazard.” The following document Jiresents the minutes of that August
2d meeting.

B oh o Ry R’ S ot O ok S 3 smned (e oot el
relative to carciae Pacemnnkers, In that report the Subcommtres stated that ' **,, belleves that the agency’
recall procedures withoul the APProPriate statutory supporl [ an ineffeciive ' ra¥ 10 deal with life snd death
isnes,” Forihermore, the Subcommittes noted that in 1971, the Uatse Cominities on Government Opers.
tiona d‘ l.s‘sed this point and Issued 4 report calitng for FDA 1o review the need for sdditional legislation
oh recall. {* Recall Procedures of the Feod and Drug Administration Comrg!’lelee on Qovetnimen! Opers.
tions, U.S. flouse of Representatives, l}wse Perort g2-5a5. Oclober 1971) Subsequent 1o thess repons, the
FDA_has not 8kgressively sought recall anthority. in fack, on June 16, 1978, the Commissioper of FDIA
isaued rerised regulptions concernlng enforcement procedures In which the Commissioner 3¢l nowled‘ed

hut dld nol seek to change the faet that (he Federal Food, Dsug snd Cosmetle Act and the Pubiic Wealth
Servicﬁact havenospe| cl‘rmmolg:;omthoﬂm hesgencyiootder pdminisie Livel¥ the recallof vlolative
08,

foods, antl cosmetlcs apd bio!
sl CFR pano aid

9 Elaringr, supra note 5, 8¢ p. 3.
by o Vil P
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As indicated by the minutes, the ITealth Hazard Evaluation Board
various decision options. The Board designated the hazard from usc of
these products as “lifc threatening” and the probability of death {rom
their use as significant. Furthermore, it declared the clinical natare of
the hazard to be “subacute”, that is, “‘inaximuny gencral effect at?ained
in daysfone week.”

2. Classification of the Cho-Free and Neo-Mull-Soy Recall. —Operating
under FDA regulatory guidelines, the Henlth Hazard Evaluation
Board reported its findings to the FDA Division of Regulatory Guid-
ance which has responsibility for undertaking the recall. At this point,
the Division of lgegulalory Guidance classified the recall of the
formulas as Class II, which had the effect of dircetly overriding the
recomntnendation of the Health Hazard Board and disregnrding FDA
regulations which distingnish between Class I and Class II reealls:

Class I is a situation in which there is a reasonable proba-
bility that the nse of or exposure to a violative product will
cause serious ndverse heallih consequences or <leah,

Class Il is a situation in which use of or cxposure to a
violative product may cause temporary or medically reversi-
ble adverse health consequences, or where 1the probability of
serious adverse health consequences is remote.®

Congressman Norman Lent, Republican of New York, expresscd
subecommittee sentiment concerning the downgrading of the Board’s
determination:

Congressman Lexr. I am reading these minutes . . . It
states, ‘‘life threatening,” footnote 1, “significant probability
of death.” That is a Class I hazard, is il not? ¥

I have to say that I have a lot of difficulty understanding
how the mind of man works. The so-callal minutes S[)C{IE
for themselves, of course. It would scem to me that some-
where between the meceting and what actually happened
somebody changed this thing from a Class I recall into
Class 2 reeall. ‘I['ie ramifications of that change are, accord-
ing to the regulations, guite significant.®

Mr. Curtis C. Coker, Jr., Assistant to the Dircctor, Division of
Regulatory Guidance, Bureau of Foods, testifiedd that he was responsi-
ble for the recommendation which led to the Class II yeeall. In support
of his action. Mr. Coker argued that 1he Health Hazard Evaluation
Board felt the risk of death was extremely remote and that irreversible
health consequences- would not oceur®

Mr. Coker’s view of the Board’s findings were not substantiated
either by the minutes of 1the Board’s meeting or during the subcom-
mittee’s hearing. Dr. Vanderveen rciterated the decision of the Boar
in testimony at the hearing: “We intende ! to indicate it was a life-
threatening situation.” % ﬁe testified further that the Board reached
no conclusion with respect to the irreversibility of health consequ-
ences.” The inconclusive view on long term consequences of chloride

n CI:R s ote 5, “
carings, wnpra note 5, at p.
: i, at p, 43, P
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deprivation was buttressed by Dr. Roy who testified that seience has
not yet made that determination®

Testimony was sought from Commissioner Goyan coneerning the
recall classification. He initially stated that he endorsed the Class 11
determination:

T have had an opportunity to review the decision now. It is
my beliel that the decision at the time was correct to label
it Class 2.

He was questioned regarding the legal justification for his en-
dorszment, particularly in light of the Board’s classifiention:

Dr. Govax. It is my understanding that the difference
between Class I and Class 2 was understood to be somewhat
different from the regulations you are pointing out . . .

Mr. Gore. Where is that in the rcgu‘ations Doctor? Wlat
section is that?

. Govax. I do not know that it is in the regulations.®

Congressman Mottl pursued the issue of classification from the
staudpoint of providing maximwm proteetion to the public. He asked
the Cominissioner:

Mr. Mor7i. . . . Wouldn’t it have been more prudent, if
there is a close call, to be on the side of prevention that
no thin;: serious could happen in our sociely and eategorizing
it as No. | eategory rather than No. 27 Wouldn’t that have
been prudent, especially when your advisory committee said
there was a significant likelihood of death? .

Dr. Govax. I think I am convineed you are eorrect in
that. I think that if we are close on o deeision we perhaps
should, if we are to reler to it as error, we should err in that
dlirection %

Later in the hearing, Commissioner Goyan altered his initial view-
point of the classification. When Congressman Lent ultimately sought
an explanation for how a “life threatening situation” resulted in a
Class i1 reeall, Conmissioner Goyan testified.

I would like to sny, however, that after my interaction
later, I beheve we would make it « class I today,®

_ 'The subcommittee believes that the recall should have been cate-
gorized as elass I froin its inception on August 2, 1879. On Novem-
ber 21, 1979, 3 weecks after the subecomimitice’s hearing, the FDA
raclassified the recall as elass 1.1

The subcominittee conclucles that FDA Regulatory Guidancé offi-
cials overruled the recominendation of the FDA Health Hazard
Evaluation Board withont justification and muselassified the recall.

-~ Thesubcommittee believes that a unilateral power to overrule heanlth

experts should not rest with conpliance officials. Therefore the Sub-

committee recommends that FDA regulations be changed to explicitly

16
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reclude administrative downgrading of o determination by the
eaith Hazard Evaluation Board exeept by express action of the
Commissioner. )

3. Designated Level of the Effectiveness Check n the Cho-Free and
Neo-Mull-Soy Recall —The purpose of cifectiveness checks is to verify
that all consignees have received notification about the reeall and
have taken aplll)ropriate action. Accordingf to FDA regulation, a re-
calling firm will ordinarily be responsible for condueting effectiveness
checks but the FDA will assist in this task when neceessary and appro-
priate.” Itis the responsibility of the Division of Rel"i-ﬂlmw Gudiancs
to recommend o level of effectiveness checks within the following
regulatory categories.

Level A—100 percent of the total number of consignees to be
contacted;

Level B—Some percentage of the total number of consignees
to be contacted, which percentage is to be determined on & case-
by-ease besis, but is greater than 10 percent and less thar 106
percent of the total number of consignees;

Level C—10 percent of the total number of consignees to be
contacted; .

Level D—2 percent of the total number of consignees to be
contacted ; or

Level E—No effectiveness checks.”

In this ense, the level of effectiveness cheek for the recall was set
at level C. This meant that o cheek of 10 percent of Syntex consignees

was requircd to obtain evidence of compliance. It emerged at the

heanng that FDA was confused over the meaninE of its own regula-

tions. In response to a question by Congressman Lent, Commissioner
fG]:inyun explained the meaning of a Level C effcctiveness check as
ollows:

“For our Agency only. That is, we would check at that level
[Level C]. Syntex was obliﬁatai to 100 pereent. We were obli-
gated to do a 10 percent cheek to indieate that they had been
sneeessful.” #

Mr. Paul Freiman, President of Syntex Laboratories, Ine. de-
seribed his understanding of Level C effectiveness cheeks as quite
different than the FDA l’(',izlznrm’nissin:mel’.

In light of these facts, the FDA elassified the recall as one
which requires effectiveness checks to be made with 10 per-
cent of the eustomers to whom the sales are made. Syntex,
although only required by enforcement poliey to spot check
10 percent of its eustomers, actually contacted almost all of
its customers in order to assure that products were removed
from the store shelves.®

- From the foregoing, it is evident that the FDA must review and
clarify its procedures and regulations for both determining the level
of effectiveness ehecks and eommunicating that determination to the
manufacturer. If FDA wanted Syntex to spot check more than 10
percent of consignees it shounld have established a higher level of

@21 CF R part 7.42(0H3).
ald

9 Fenrings, pubsa note 5, ob p. 64,
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effectiveness check. The confusion that present procedures permit,
both within the FDA and between the FPA and the manufacturer,
must be eliminated.

There is ¥et one other aspeet of the effeetiveness check that needs
to be addressed. Level C, with its cheek of only 10 parcent of con-
signees, is not adequate to safeguardd health when a Tife-threatcning
situntion is involved, such as existed with respeet to infant formula.
ft 1 imperative that procedures involving infant formnla reeall
permit only Level A effectivencss checks to be made, when formula
use poses such potentially serious consequences.

C. Monitoring of recall effectiveness

The subcommittee reviewed the manner in_which the FDA moni-
tored the recall effectiveness. Commissioner Goyan admitted during
the hearing that the FDA did not make any cffectivencss checks
until a week before the hearine—almost 3 months after the ageney’s
experts had deterinined that a life threatening situation existed.
Dr. Goyan attributed this delay to conmunication problems * and
to confusion between the San lgrancisco Regional Office and FDA
headquarters.” FDA Associste Commissioner for Regulatory Aflairs,
J. Paul Hile, testified somewhat apologetically that FDA actions
concerning the effectiveness check on this reeall did “not 1efleet our
procedures” 48

The FDA’s delay in this instanee is inexcusable and intolerable.
The agency must immediately evaluate its procedures and build in
administrative mechanisms to insure that reealls are closely and
cffeetively monitored. It would not appear to be unreasonable to
expeet that effeetiveness ehecks of infant formula reeall be ecommenced
within one weck after reeall is initiatexl.

D. Success of recall

Both the FDA and Syntex testified that the reeall was suecessful.
Cainmissioner Goyan deseribed the reeall as 95 pereent, effeetive. How-
ever, his éstimate of sueceess was made as of October 31, 1879, fully 3
months after the danger was identified—a delay so long after reeall
inception that it eonld not yield a meaningful evaluation of reeall
suceess. \

Moreover, the Conimissioner’s assessment even at the end of Octo-
ber appears to have been overly optimistie. According to information
presented to the subecommittee, considerable formula remained on
sale at that time, The General Aecounting Office found formula on
shelves in Detroit, Washington, New Yorl‘;, San Frarveisco, and Los
Angeles; the National Broadeasting Co. affiliates found the produet
in stores in several cities around the country; and, the FDA found the
rodueet in the Washington D.C. area and so notified Syntex on Octo-

cr 19, 1979384 Final’fy_, Congressman Gore’s staff <iseovered Neo-
Mull-Soy on the shelves in Tennessee aund as the Congressman charae-
terized it, “‘everyone who Jooked for the reeall produets foun:d.it.”” %

" i atp. 2.

9 1d, 8t P, 44

i1 14 at p. 33,

 Telegraphic message froms JoseDh P, Wile, FTIA, 10 Mr. Panl Freiman. bresideat, S¥ntex Laboratories,
Ine., Oct, 19, 1979
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Moreover, because FDA regulations relate effectiveness checks to
a percentage of the total number of consignees and do not require
consignees to acknowledge contact, the assgnment of any numerical
value to the relative level of effectiveness is senseless. During the
hearing, Congressman Mottl suggested to Syntex President Freiman
that the recsll procedure would 'Ec strengthened by requniring whole-
salers, manufactwers, and dealers to acknowledge rccei]])t. of recall
notification. Mr. Freiman agreed that this could be a helpful step.

The subcommitiec therefore recommends that the FDA revise exist-
ing regulations to require consignees, after they have beea notified
of the recall, to acknowledge notification and provide verification that
they have complied with the requested recall.

E. Failure by Syntex to cooperate with the FDA

The subcommittec established that Syntex failed to cooperate with
FDA in two important areas. In the first instance, Syntex incxcusably
cxcluded FDA from a mceting held in San Frapcisco on August 1,
1979. At that meeting, medical experts, inauding CDC personnel,
discussed their findings with respect to children who were alkalotic
after using Syntex formulas. At the subcommittee hearing, Dr. Van-
derveen testified that FDA had requested !)cnmssion to attend but
that “Syntex refused te grant an invitation.”” . .

Second, Syntex did not comply with FDA requests for information
concerning thc infant formula products. Syntex laboratorics were
visited by FDA regional staff on Angust 28, September 5, and Septem-
ber 17, 1979. Information sought but unavailable at those times still
had not been provided by Syntex to FDA at the time of the Novem-
ber 1 hearing. Mr. Thompson of Syntex testified that all outstanding
information would be supplicd to ¥DA on the following day. However,
on November 20, 1979, the subcommittee chairman was informed
that 5 of 14 questions posed to Syntex h‘y the FDA remained un-
answered. These questions not only referred to past cvents but sought
information concerning formula lots manufactured sincc the recall,
and what tests, if any, had been performed on them. o

While the level of Syntex coopicration left much to be desired, it is
clear that part of the blame must be attributed to deficicncics in FDA
!)roccdures. Morcover, confusion cxisted within FDA itsclf as to the
evel of Syntex cooperation. On the onc hand, the FDA’s regional
officc met resistance to its requests for information and was excluded
from a crucial meeting. On the other hand, Mr. Hile of the FDA's
central office inexplicably described Syntex actions as fully
cooperative.®
_ Thie possibility of company resistance raises ancw the necd for
increased FDA aathority to deel with urgent recall situations such as
cxisted in this instance. FDA has no authority to forcc companics to
respond to jts requests for jnformation. On that point, Dr. Shanc Roy
testificd, “I have been somewhat naive, I think, in expecting that the
FDA had the power to regnire or to ask of a formula manufacturer
information related to their manufacture and quality control of
that prodnet . . .” ¥ Morcover, FDA cannot forcc companies to
o

0 id, 8t p. 45,
W14, st 17,
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expeditiously reenll faulty produets from the market, In the absenee
of court-ordered seizure action, the FDA must depend on manufae-
turer willingness (o comply. Under such eirevinstances it is entirely
possible that the FDA would choose to uceept portial response 10 ils
dircetives, fearing that confrontation under present nuthoritics conld
terminate cooperation entirely. In eases of infant formula reeall, the
Subcommittee believes that FDA must have the nuthority (a) to
inspect manufactiurers’ records and (b) te enforce complinnee with
recall directives wlienever a elass [ reeall of infant formula is in effeet.

VI. POSSIBLE VIOLATIOX OF LAW

According 10 an FDA memo of August 6, 1979, Syntex was in
possible violution of two different seetions of the Food, Drug and
("osmetic Ael:®* section 402 which defines the adulteration of an
urticle of food and seetion 403 which defines the misbranding of an
article of food.

A Adulteration (sec. J02)

Scetion 402 of the act provides that #4 food shall be deemed to be
adulterated . . . if it is otherwise unfit for food” % . , . or “If any
valuable constituent has been in whole or in purt emitted or ab-
stracted therefrom”

Whicther the Syntex formulas were adulterated and in violation of
section 402 depends upon whether ehloride is a valuable constituent
or whether infant formula with insufficient aiounts of chloride is
unfit for food. The subeommilt ce believes that the facts demonstrated
that the fitness of the formula is dependent, in part, upon chloride
conlent, which elenrly is o vital ingredient.

The deleterions potentinl of low chloride formnhi on infants was
cvidenced i this episode by (a) the decision of the FDA IHealth
Haznrd Evaluation Board that the chloride-deficient formulas repre-
seitted n life-threatoning hnzard and (b) the testimony of physicians
and parents at the hearing that clinienl illness among infants was
severe® The importanee of ehloride to the overnll nutritional ade-
quacy of Cho-Free and Neo-Mull-Soy was manifest not only by the
{act that the AAP's Committee on Nutrilion recommended in 1976 n
miLimnm coneentration for chloride in infant formula but also by the
fact “hat once the chloride deficiency was discovered, Syntex restored
adequate amounts of chloride to its produets. At least retrospectively
Syntex considered chloride n constitnent of value to their formulas.

Clouding the issne of chloride's value is the fucy that FDA regula-
tions in effect at the time of this incident did not list ehloride as one
of the important ingredients in infant formula. 1lowever, these regu-
Intions ure hased on pre-1971 seienfific knowledre and opinion, since
infant formula regulntions wete last promulgated by the FDA during
that year. It is quite possible that if the FDA had updated its regu-
lations by following those ndopted in 1976 by the AAP, the cvents
deseribed in this report would ane been nvoided. Unfortunstely, the
FDA did nov take that action until after tragedy struck.

091 U8, 342, 343,
#2 USE. 2.

B U.B.C. M2ibYL).
11 Hearings, tupea note 5, at pp. 4-23,




On January 29, 1980 the FDA acknowledged the impertance of
chlorl’ide in infant formulas in a letter to the Subcommittes Chairman,
as follows:

We have und rtaken o thorough review of our existin:
administrative and statutory authorities to deétermine if
changes are needed. As a resuit of that assessment, we have
decided to: )

Revise our existing regulation on the nutrient com-
position of infant foods (21 CFR 105.65) to incorporate
additional essential nutrients such as chloride and to
ensure that the regulation is in full accord with the
nutrient quality guidelines of the American Academy
of Pediatries (AAP) and cusrent knowledge of the most

.. appropriate composition of infant formulas.*
With this acknowledgement by FDA, it would now appesr that all
parties agree that chloride is an essential ingredient of inl'g:t formuia.

B. Misbranding (sec. 408)

Misbranding, in violation of the Food, Drug and Cosmetic Act, can
occur by either labeling or advertising. In considering whether an
article of food is misbranded two sections of the act must be considered:

Section 201 ‘n) ;60

If an article is alleged to be wmisbranded because the
labeling or advertising is musleading, then in detemninin[.-:
whether the labeling or advertising s misleading there shall
be taken into account (among other things) not only repre-
sentations made or suggested by statement, word, design,
device, or any combination :hereof, but nlso the extent to
which the labeling or advertising fails to reveal facts material
in the light of such representations or material with respect to
consequences which may result from the use of the article to
which the labelng or advertising relates under the conditions
of use prescribed in the labeling or pdvertising thereof or
under such conditions of use gs are customary or usual,

Section 403 ia): o ) ) ) )
A food shall be deemed to be misbranded if (1) its labeling
is false or misleading in nny particular, or (2) in the case of a
footl to which section 411 applies, its advertising is false or
misleading in a material respect or its labeling is in violation
of section 411(b)(2)’.% :

The subcommittee reviewed labeling and other product information
provided to consumers and health professicnals.

1. Labeling—During 1978-79, Syntex marketed Cho-Free and
Neo-Mull-Soy with lnbels that respectively specified n chloride
content and u salt content in the list of ingredients. Beenuse both
produets contyined low to brely detectable concentrations of chloride,
the Subcommittee explored the possibilities that ot products were
o Ee gﬁ: ::?;lﬂixrv?;l\lxgﬁ:;:f?;%?% J:& (;io)'nn to CopBressman Eckhardt. Chairman: Subcommiiter on

21 U.8.C.32L(p),

21 ,8.0.43)

o According 10 sectfon 411 (c)(3) and FIYA regulalfons Sovernlog dnfanl formnla (21 C.F.C. 146,20, Infent
formutla i3 8 Tood to whilch scetion 4L wbllg.ﬂ .
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misrepresented as to their ehloride contents. If Syntex had accurately
represented the low-chloride content, ill effects suffered by over one
hundred chikiren may have been prevented.

a@. Cho-Free labeling

Labels on cans of Cho-Free indicated that the product contained
0.32 arams of chloride per quart of formula after it was properly
diluted 1:1 with water. Chloride in this concentration approXimates
9 milliequivalents per liter. The 1976 AAP recommendation specified
2 mmimum of 11 milliequivalents per liter® Evidence presented
at the hearing and.documents obtained from the FDA demonstrated
that Cho-Free chloride concentrations were substantially lower than
erther figure:

(i} An FDA Telex transmission of early August 1979 stated that
“[Alnalytical work performed by recalling firm on all lots . . . manu-
factured since January 1, 1978, revealed the following range of chlo-
nde levels: 0.005 to 0.095 grams per quart’’ {0.14 to 2.6 milli equiv-
alents per liter) of chloride.®* The chloride level claimed by the label
was reiterated in the Telex as 0.32 grams per quart.

(ii} Syntex analyses of Cho-Free formula Lots Nos. 0879, F1029,
and 1459 disclosed chloride concentrations egunivalent to 0.6, 6.0,
and 6.6 milliequivalents per liter of diluted formula—5 percent,
55 percent and 60 percent, respectively, of the AAP reeommended
minimum and 7 percent, 67 pereent and 73 percent, respectively,
of the level claimed on the label.*

. (it} An FDA Collection Report on Sample Number 79-161-991
cited o euse of metabolic alkalosis in an infant who had heen fed from
Cho-Free Lot No. E3638, manufactured late in 1978 An FDA
analysis of aliquots from this lot demonstrated a chloride content
“equivalent to 0.111 grams per quart (3 milliequivalents per liter)
of diluted formula.” )

(iv} At the hearing, Mr. Thompson of Syntex was queried abom
the concentration of chloride in Cho-Free. He replied. “[Tlhere is
no question but what there are lower chloride levels in there than
are represented on the can . . 7%

From these facts the Subcommittee concludes that Syntex marketed
Cho-Free in cans that were mislabeled as to the_chloride content of
ﬁlg product in apparent violation of the Food, Drug and Cosmetic

et.

B. Néo-MuH-Soy labeling

Neo-Mull-Soy Label No. 07-2328-30 listed amongingredients “salt”
at 0.03 grams per 100 grams. The significance of the word “salt” to
Syntex Corporation emerged during testimony of Mr. Frieman:
“Chloride is part of sodinum chloride, which is salt’.** In specific terms.
chloride accounts for roughly 60 percent of the weight of sait and
sodium roughly 40 pereent. Thus & product containing 0.03 zrams of
“salt’* per 10G grams contains 0.018 grams of chloride per 100 grams.
This amonnt is_equal to approximately 5 milliequivalents of chloride
per liter of lignid product.

9 AAP Spandnrdy, mora rﬂs

A

# FDA Telex from E. J. Cassldy. Ssn Franctsco District Office, to a1l FDA district offices. Aug. 8, 1999,
o Synder J\fcﬂw. Hepra ndde 18,

: i’f{uws nots 21,

4 Hearings, gupra note 5, &t p. 9.
et et el P
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An FDA Establishment Report dated August 1, 2, 9, 1979, indi-
eates that salt was not added to the Neo-Mull-Soy formula at the
Syntex Elgin Plant as of Mareh 27, 1978.7° On produets packaged three
and one half months later, however, the Corporation used lgbels indi-
eating that 0.03 grams of salt per 100 grams were present.”

On August 31, 1978, the FDA obtained cans of Neo-Mull-Soy Lot
No. 1983C from the ﬁl{.,"in, Illinois plant of Syntex. These cans bore
Neo-Mull-Soy Label No. 07-2328-30, listing a salt content in the
produet of 0.03 grams per 160 grams, an amount equal to § milli-
equivalents per Liter (quart) of formula. Analysis of this produet by
the FDA revealed 0.091 grams of chloride per quart of formula, or
approximately 2.5 milliequivalents per liter.” This is approximately
50 percent of the chloride amount indicated by the lable?.

he subcommittee eoncludes that Neo-Mull—Soi was nislabeled as
to its chloride content in apparent violation of the Food, Drug and
Cosmetie Act. ) )

2. Advertising.—During \ts investigation the Subeommittee found
that Syntex provided inaceurate information to the medieal eom-
munity about the chloride eontent of Cho-Free and Neo-Mull-Soy.
The 1979 Physicians Desk Reference states on page 1711, under the
heading *“Cho-Free,” that the produet contains 0,32 grams of ehloride.
From the [oregoing seetion, it is elear that chloride concentrations in
Cho-Free during the period this PDR was eurrent, were far Joss,

Moreover, under tﬁe Cho-Free reference, the PDR states, “Same
formulation as Neo-Mull-Soy except for the absence of added earbo-
hydrates.” Given that a eontent of ehloride is stated for Cho-Free
and that no mention of either chloride or salt eontent is made under
the listing for Neo-Mull-Soy, practioners could be misled into assum-
ing that Neo-Mull-Soy contained the identieal and nutritionally ade-
quate chloride contents represented in Cho-Free. Dr. Roy, in faet,
testified that “I went to tl:e produet information that I had acecess
to and looked up what the formula was suppuse to eontain.” . . "It
appeared adequate from what the produet mformation said it shounld
eontain.” ® Further, in a manuseript accepted [or publication In
Peciatrics and made available to t'll-nc subeommittee, Drs. Harvey
Grossman and his associates state, in eiting the 1979 PDR and dis-
eussing the elloride content of Neo-Mull-Soy, “In addition the eon-
eentrations of clloride in these batehes of formula were considerably
lower than the level declared by the manufacturer.” ™ Clearly, if
Syntex had aceurately represented the low chioride content in these
produets, the ill-effeets suffered by at teast sone of the affeeted infants
would undoubtedly have been prevented.

‘The subcoinmittee finds that the 1979 PDR was inaceurate and
misleatlin;i in the nutritional inforination that is provided on Cho-

Iz

Free and Neo-Mull-Soy, in apparent violation of the Food, Drug an«|

Cosmetie Aet.

": !:;IR-HM». supra note 15,4t H.

¥ DA Chicogo [isirket Ofice analydis of Ready To Uss Neo-Mull-So¥ 2ambles obitalued Ang. 23, )90
reported by M. P. Bueno, Dee. 10, 1950,
¥ Hearings, supra wote 5. nl b. 6.
In:;’g_lllm'im“' 11, et ol “The Dietary Chlotide Deficlenty S¥ndeomey” Publientton fortheoming
aEhes.
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C. Prohibited Acts (sec. 301)

By virtue of the fact Syntex marketed products that appeared to
be in violation of seetions 402 and 403, the Subcommittee believes
that Syntex also may lave violated seetion 301 (n} of the act:

The introduction or delivery for intioduction into inter-
state commerce of any food, drig, deviee or cosmetie that is
adulterated or misbranded.”

In view of the apparent violations of the Food, Drug, and Cosmetic
Act, and because tl’le Department of Justiee bears responsibility for
determining whether proseeution may be warranted, and for pros-
ceuting violations of the act where eircumstanees warrant, the matter
will be referred to the Department for proseentive opinion.

VH. INFANT FORMULA: CONSIDERATIONS FOR THE FUTURE

A. A unique food requires special consideration

The consequences of a nutritionally inadequate diet on developing
infants beeame readily apparent during the course of the investiga-
tion. Infants on ehloride-deficient formulas had & poor appetite and
were failing to gain weight; moreover, they exhibited failure to thrive
and suifered constipation.”

While chloride deficiency gencrally develops slowly, 3t is known to
cause metabolic alkalosis. %hc onset of symptoms, which inelude

vomiting, diarrhea, and poor growth, may be hastened in wfants who
receive chlotide deficfent formulas without other food. All of the
infants known to have developed alkalosis while receiving Neo-Mull-

Sciy7¥'crc two to ninc months old und had no other sonrce of dietary
salt.

The eficets of using Neo-Mull-Soy for an extended period of time
were deseribed at the hearing by Mr. Marvin_David Hill, father of
Doui;lus Hill, a vietim of chloride deficieney. Douglas was fed Neo-
Mull-Sox as his sole foodl until four months of age.’* Mr. Hill test-
fied: “YWe thought we had a normal healthy baby.” ¢, . . four doctors
came into onr reom and they told us they wounld put the infant on a
heart and respiratory monitor and Zive him an IV (intravenous feed-
ing). The potassinm level was so low they were afraid it might canse
an irregular heart beat.”” 3 Mr. Hill firthier testified that one phy-
sician indieated that the blood that was in this child’s veinus was not
of & quality to snstain life.® The lf-:m}: term consequences of chlonde
deficiency are less elear than the acute illness, leaving a nagging un-
certainty about the future. Dr. Jose Cordero, a pediatrician, and the
principal investigator for the Center for Disease Control rciwrcscnlmg
the Birth Defects Branch, Bureau of Epideiniology testified that: the
('DC was developing a registry of affected infants in order to grather
ilata that would ||clp determine possible long term effects of alknlosis
due to low chloride levels in baby formula. It is possible that there nre
other more subtle illnesses and/or symptoms.®

320 U.8.C. 32, M2

H2t U,3,0, 31,

7 flearings, supra note 5, 81 p, 0.
Hd. at PP, 310,

o I 5t p 30
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With this kind of sideous potential for serious harm, steps must
be taken to insure that the compositions of infant formula are mutri-
tionally adequate. Clearly, the dictary requirements of infant formula
are umque and eall for speeial consideration.

This need was recognized by the AAP’s Committee on Nutrition in
1974, when it deliberated over specific minimum nutrient levels for
infant formalns. The committee revised its basic minimim standards
and recommended that a product contain the requisite nutrients at
the proposed levels before permitting the label “infant formula®. The
committee expluined the basis for its decision as follows:

Tufants grow most rapidly during the first 4 to 6 months of
life. Nutrient requirements are most critienl in this period,
during which mutritional deficiencies can have lasting effects
on growth and development.”

.+ « there is o risk of fostering other forms of malnutrition
if the new Jn'oducls do not provide all nutrients needed by
the infant.” ®

The subcommittec is persuaded by the AAP’s reasoning and agrees
with its recommendation. The subcommittee therefore urges Congrress
to ennet legislution creating a unique category of “infant formula”
food, that is, food which is intended for use by normal infants as a
sole source food and which meets certain minimum nutritional
reguiremients.

B. Testing: #An indispensable need

Current FDA regulations do not require infant formulas to be
tested for nutritional adequaey by either the wnanufacturer or the
FDA before marketing, at reusonable periods during marketing, or
after reformulations. In the ease involving Cho-Free and Neo-Mull-
Soy, the failure to conduct product testing, after changes in the
manufneturing procedure, permitted deficient levels of chloride in the
formulas to go undeteeted until long after infants were stricken.

After Syntex climinated salt from formalas for Neo-Mull-Soy and
Clio-Free in Inte 1977, the ecompany did not conduct any chloride
assays on the products during the year and a half that followed.™
Mr. Freiman, President of Syntex, testified that the chloride assays
had been discontinued by Syntex as a result of the decision of o
company nutritionist in its Elgin, [}, plant, who considered the assa
an ecleetive procedlure. According to Mr. Freiman, responsible offi-
cinls within Syntex were not informed of this change in analytical
procedyre.

Mr. Freiman admnitted during a colloquy with CCongressman Gore
that the failure to test after reformulntion of the produet was n
mistake:

Mr. Gore. You reformulated your product after the testing
, dor chloride was stopped, is that correct?
o Mr. Fuewrax, That is correct.
Mr. Gone. And you didn’t test for chioride after the
reforration. Is that correct?

NHAAP Standards.” siptg note 3,
N EIR-Elgln, supra ot 14,
Y Nearings. siepra nole 3 ot 89,
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Mr. Faemvay. That is correet.
Mr. Gore. Another mistake, wasn't it?
Mr. Faetuan. Yes.®

What is particnlarly disturbing with respeet to Syntex’s perforn:-
ance, however, is that the company apparently did not learn from its
mistakes. After the neartragic situntion invoelving Cho-Free and
Neo-Mull-Soy wus discovered and the recall completed, Syntex
planned to introduce a new reformulated [)rotluct without prior test-
ing of nntritional content. When asked during the hearing whether
the new product, scheduled for sale to the public in November 1979
had been tested for chloride Mr. Freiman admitted that testing hac
not been conducted. ™ *

When Mr. Mottl questioned Mr. Freiman specifically on the issne
of testing, Mr. Freiman’s response did not comport \\'ith{mis company’s
actions.

Mr. MoTri. Wouldn't you agree after this incident look-
ing back a little bit that either your company or the FDA
or both should have some pretesting of the formula since our
youngsters, onr babies of such_tender years, have no sltcrna-
tive in many instances for their health and welfare.

Mr. Frervan. “Let me say that the concern you are expres-
sing is a concern we have ag well,*

Clearly, under current law, the potential exists for repetition of this
nnfortunate episode. The subcommitiee therefore rccommends that
('ongress cnact legislation requiring, at 8 minimum, that “infant
formulas” be tested for nutritionnl components before marketing and

after any reformulation or other change in the mannfacturing process.
Consideration should also be given to requiring similar testing at
periodic intervals during marketing,

:: fs at p, 90,
» giibsequiently. the new S¥ntet prodacts were cleared by FDA for introduction into commerce afterthe
m:p}):?lﬁgn ogl l’l‘& reformmlated Products were found to be ndequate.
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DISSENTING VIEWS OF THE HONORABLE NORMAN F. LENT

1

1 must stieerously gissent from the issuance of this report
insofar as it refers this investigation to the Department of Justice
for possible criminal prosecutiza (See Recommendation I11 €Y. 1 had
been prepared $4 vote to approva this report,* even though the report
overstates somixhat the actua’. events, secause of the extreme impor-
tance of assuriny that Infant farmula is both safe and effective. 1
still feel this te be extremely important.

However, & recommndation of criminal prosecution in this
situation represents a quantum leap beyond the fact; herein, and
beyond what is necessary to achieve the goal of safe and effective
formulas. Moreover, such a referral usurps the statutory duty and
responsibility of the FQA, runs roughshod over the due process rights
of the individuals involved, and is counteér-productive to the goal of
assuring parents, whose allergy-suffering infants must depend on

these particular products, that the products are indeed safe and
effective.

Consequently, I will explore my reasons for strenuously dissent-
ing from issuing this report with the.referral language intact.
Thus, these views will look at Syntex as a company, its behavior in
this episode, and then examine the Subcommittee's decision to refer
the episode to Justice.

1.

Syntex is a diversified company which speciaiizes in human
pharmaceuticails. 1ts products, in addition to {nfant formulas,
include antf-inflammatory drugs to combat arthritis, topical geis
for the treatment of skin disorders, oral contraceptives, dental
supplies, and diagnostical aids both for the detection of drug abuse
and for screening for proper drug dosages. It has never had prob-
lems of this nature before this episode. The question is whether
Syntex acted responsibly after it learned of the problems with the
formula? "

What was wrong with the formula? Since the products have been
on the market for over ten years, the company had no reason to
believe the formula was deficient. It had purchased the baby formula
operation from the Borden Company and had been producing formula at
jts Elgin, 111inois, plant. However, several individual occurrences

coalesced to result in the chioride content of these products becom-
ing too Tow.

* In the Subcomittee's deliberations, I made a motion to delete
Recomeen.ation 11i C, and fssue the report except for the referral
t5 Justice. My motion was defeated 6 to 4.

28
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First, the company had responded to prevailing scientific
and medical opinion a few years earlier, to reduce salt levels
in formula, The reason was that too much salt in infants' diets
caused a craving for it later in 1ifes which could result in high
blood pressure and hypertension, Second, the water used in making
the formula was changed. The new supply had less chlorination and
no fluoridation -~ further reducing chloride levels. Third, the
company changed suppliers of soy protein. The new supply had little
or no salt.

The convergence of these events resulted in products with too
1ittle salt for those infants on them as a sole source, In fact,
throughout most of its existence Neo-Mull-Soy had been used primarily
as a supplement, HNone of these events, of course, absolves the
company of 11ability for too little salt -- the company officials
admitted at the hearing that it was a mistake, albeit an honest one.

I would Tike to dwell for a moment on the pature of these two
formulas. They are very specialized and represent for some infants
the only safe food in theearlymonths of 1ife, due to allergies to
milk (mother's or cow's), wheat, oats, corn fractions, etc. Syntex
offered at the hearing, and has subsequently supplied to me, many
letters from doctors and concerned parents all over the country,
pleading for these products to be returned to the market, The
involved infants, without these formulas, were suffering from all
manner of food-velated allergies causing vomiting, colic, irritabili-
ty, nasal and ear problems -~ some actually weve admitted to hos-

;;gotgls for stays up to five days because of intolerance to other
5.

I think that it is important to keep this episode in context.
By this, I do not mean that Syntex should not be blamed for allowing
the salt contant to reach dangerously low levels. However, on 2
nationwide basis, the number of infants affected was very smll., The
fact that Syntex recalled and destroyed over 8 million cans of pro-
?'i“l:t gives some idea of Low mamny infants were on this formula without
effects.

How important does the FDA belfeve this type of product to be?
Dr. Jeve Goyan, Commissfoner of FDA, has stated that infant forsmulas
of this type are "uniquely important to the heaith of this Nation."
It is interesting to note that the FDA tested the reformulated pro-
ducts and cleared them for re-entry into the rarket by telegram to
Syntex on December 17, 1979, a mere 6 weeks after the hearings. I
mention this by way of contrast to the majority's view that Syntex
was rushing to dump this product back on the market right after the
recall, because of 111 motives. The truth is just the opposite,
The company was responding to a dire need for its products all across
the country.

Also, on that point, I would like to clear up a misconception
from the hearing. The company was asked at the hearing whether it
had pre-tested the formulas prior to attempted re-marketing in the
fall of 1979 after the recall. They Syntex witness answered in the
negative; but the reason was that he misunderstood the question
uider the rigors of cross-examination. B8y pre-market testing the
witness thought was meant the yse of live infants, which were not

e
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used, However, pre-market 7. sts were done on the composition of the
formula by assay prior to tic re-marketing.

Much has been made, and properly so, about the long-term effects
of chioride deficiency in the involved infants. The fact of the
matter is that no one knows what effects there will be, if any. The
FDA has much evidence that the infants, once given sufficient chlor-
ide, returned to normal growth, and thrived.

We a1l hope very deeply that this is the case, and that there
will not be any long-term effects. Syntex, on fts own, and with the
Hational Institute of Health, is formulating specific plans to
follow up the progress of all involved infants. Thus, I do not
believe that it serves the best interests of any of the parties
involved for the Subcommittee to trympet the most frightful possibil-
jties, none of which can now be evidenced as likely.

In summary, insufficient chloride levels caused grave reactions
in sore children being fed Neo-Muil-Soy or Cho-Free as their sole
source of nutrition for extended periods. Syntex erred and properly
is being held accountable.

However, the record of Syntex' actions upon discoverina the low
chloride levels describes a company moving quickly and responsibly
to recall a defective product, to correct its mistake and to work to
insure that another similar incident cannot occur. Most importantly,
it shows a company deeply concerned about the affected infants and
committed to monitoring their development.

In testimony before this Subcommittee, Dr. Rocer Erickson of
the Center for Disease Contro! in Atlanta, when I asked about Syntex'
cooperation with himself and CBC's Dr. Jose Corderc, stated:

From a1l 1 know about my contacts with them {i.e.
Syntex).and those of Dr. Corderc's they have been
extremely cooperative. It seems to us that they
have moved rather expeditiously in calling a
meeting of experts and in deciding to recaii
%:lsme;r)product. (Infant Formula Hearings; 96 IFC 79
9
*

1 have had developed a chronology of Syntex' actions relating
to the Neo-Mul1-Soy and Cho-Free recalls which details the company's
actions. The facts are quite different from the impressions pre-
sented by the majority.
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Chronology of Syntex' Actions
Relating to the Neo-Mull-30¥ and Cho-Free Recalls

July 1979 : Syntex begins to receive reports from doctors of
several cases of metabolic alkalosis occurring
in infants who were using Neo-Mull-Soy.

July 28, 1979 : Three days after receiving several reports Syntex
sends Western Union Mailgrams to all pediatri-
cians and other physicians who specialize in
treating infants in the United States - about
24,000 doctors. The Mailgrams suggest the doc-
tors maintain "suitable vigilence"; that “Syntex
amd 1ts expert consultants are currently engzged
in a careful review of the reported cases"; that
"we are also evaluating the possibility that
chloride levels in Syntex' soy formulas may not
be sufficient for the protection of cortain
individual patients”; and that further informa-
tion would follow,

FDA was read the Mailgram over the telphone as
soon as it was composed; Syntex keeps FDA
informed daily of all events relating to the
recall.

July 28 - 31, 1 Syntex invites a group of expert doctors to meet
1979 with Syntex experts, at company expense, as soon
as possible,

The group includes nutrition specialists, a
physician from the Center For Disease Control arnd
some of the doctors who had reported cases to

the company, including Dr. Shane Roy of
Tennessee.

August 1, 1979 The group of expert doctors meets with company
experts and provides advice.

August 1, 1979 : Syntex decides to voluntarily recall Neo-Mil1l-Soy
and Cho-Free frmediately.

August 1, 1979 Syntex immediately telephones the FDA recaill
coordinator to ask that he clear the company's
recall documents as soon as possible.

Au?ust 1-2, 1 Syntex works through the night and morning of the
979 next day to prepare the procedures and documents
needed to impiement a compiete recall.

August 2, 1979 : Syntex recall documents are approved by FDA;
recall goes into high gear.

August 2, 1979 : Syntex sends Maflgrams to the approximately
24,000 pediatricians and other specialists to
whom Syntex' first Mailgram had gone, The




August 2, 1979

August 2, 1979

August 2, 1979

August 1979

August 1979

September 1979

September 1979

September -~
October 1979

¥
H
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Mailgram describes the symptoms of children who
had encountered problems, informs doctors of the
recommendation of the panel of experts concern-~
ing appropriate corrective medical measures, anu
asks the doctors to quarantine any cans in their
offices until Syntex picks them up.

Syntex sent a first class letter, marked on the
envelope with the words "URGENT PRODUCT RECALL"
to over 100,000 physicians (every doctor that
could reasonably he expected to encounter the
situation) and to pediatric nurses. The letters
repeat information in the Mailgram sent to doc-
tors, describing the symptoms of children, the
recommendation of the panel of expPerts concerning
corrective medical measures, and asking that any
cans be quarantined ynti] Syntex picks them up.

Syntex releases nationally a press statement
designed to alert mothers and other consumers
about the recall. It is covered by television,’
radic and newspapers throughout the United States

Syntex notifies evervone to whom it sells Neo-
Mul1-Soy and Cho-Free by sending first class
letterss in envelopes marked “URGENT PRODUCT
RECALL" 1n red, to all wholesalers, hospitals,
food markets and drug stores who are customers.
A similar letter was sent to food brokers.

Syntex contacts virtually all of its customers
in order to insure that products were removed
from store shelves.

Syntex grders all its 400 salesmen to go beyond
their normal rounds into pharmacies. food stores,
and other places where the products might be
marketed to spread the word of the recali. Over
26,000 visits are made by the company’s sales
force in order to help remove product from the
market.

Syntex consults its own experts and independent
pediatric-nutrition specialists (Including the
present and former chairman of the Committee on
Nutrition of the American Academy of Pediatrics)
and reformulates Neo-Mull-Soy and ChosFree to
assure appropriate levels of all ingredients,
1ncluding chloride.

Syntex institutes extraordinary checkin? and
inventory procedures for lots of Neo-Mull-Soy
and Cho-Free.

Syntex laboratory tests Neo-Mull-Soy and Cho-Free

to insure appropriate levels of all ingredients
including chloride.

32



September 7,
1979

August 1979 -

September 1979
Present

Syntex again sends first class Tetters in
envelopes marked "URGENT: PRODUCT RECALL* to all
its customers in order to further impress upon
them the need to contact their customers to
jnsure the few remaining isolated cans of pro-
duct are off the shelves.

Syntex, independently and with NIH., is formulat-
ing specific plans to follow-up on the progress
of a1t children reported to it to have had

adverse reactfons to Neo-Mull-Soy and Cho-Free.

Syntex is reviewing, revising and mritin3 its
normal quality control and assurance procedures
to fnsure there 15 no possibility of any recur-
rence of this or any similar situation.
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Proper procedures may not always insure fairness, but improper
ones almost always guarantee abyses. The majority's decision to
refer the Neo-Mull-Soy and Cho-Free incidents to the Department of
Justice for presecution is a travesty of due process.

From a simple oversight hearing, the majority has leapfrogged
into & ysurpation of the powers of the FDA3 and, in the process has
trampled upon the due process rights of the individyals who stand to
be prosecuted for what can, at the most, be termed technical viola-
tions of the pertinent statutes. It is one thing to condyct over-
sight -~ it is quite another to preempt the normal functions of the
FOA, including the procedural safeguards byilt into the administra-
tive process. .

Of course, the argument can be made -~ as it was in the Subcom-
mittee's deliberations on my motion to remove the referral from this
report -- that this is merely a "routine” referral, and that it is
hii;h]y unlikely that Justice will return an indictment, and so on.
This is cold comfort for the employees of Syntex.

Worse, it is a specious argument, because the Syntex Company
stands to be severely damaged, and have its reputation ruined, by
the avalanche of adverse publicity, which is syre to follow such a
referral. In fact, the Company has been vilified by the media on
numeroys occasions already. The worst thing is that the parents of
infants absolutely dependent on these specialized products will have
trauma anew when this report is released.

Thus, I believe it important to their peace of mind and to fair
play, that the cyrrent system of prosecution of criminal violations
be set forth. AI1 must be assured that there is in place a mech-
anism -- an effective mechanism -~ for the prosecution of real
criminal violations. At the same time, thic mechanism must be shown
to afford procedural and substantive due process to those accused.

Beginning some 75 years ago, Congress has developed this
mechanism to regulate the food and drug industry, which, of course, .
includes infant formyla manufacturers. Procedures have evolved to S
fnsure the Taif hearing to which everprindividual is entitied. ”

There is a clear and logical process involving many critical
decision points within the Food and Drug Administration, which must
take place before as serious a step as referring a matter to the
Bepartment of Justice is taken. These procedures relate to Section
305 of the Federal Food, Drug and Cosmetic Act, 21 U.5.C. Section
335, which states: v

1 *

HEARING BEFORE REPORT OF CRIMINAL VIOLATION

Sec. 305 [335]. Before any violation of this
Act is reported by the Secretary to any: United
States attorney for institution of a criminal
proceeding, the person against whom such proceed-
ing is contemplated shall be given appropriate

s
w '
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notice and an opportunity to present his views,
either orally or in writing, with regard to
such contempiated proceeding.

Let me trace from start to finish how the process works in
act’ce, An incident occurs. The local District Office of the
ood and Drug Administration initiates & preliminary investigation
to Yook into it. After gathering information, the District Office
determines if, in its opinfon, a violation of the Food, Drug and

Cosmetic Act has occurred. Decision point one.

If it believes such is the case, the FDA District Offfce then
takes steps to decide whether such a violation warrants referral to
the Department of Justice for criminal prosecution. Often, further
investigation is undertaken, facts are reviewed, considerations
batanced and finally an opinion formulated. Decision point two.

If the District Office decides no referral to Justice is proper,
the mtter stops here. If it thinks otherwise, it sets forth in
writing the charges facing the company and the individval and pro-
vides them with the opportunity to appear in person before the
District Office to present reasons why the matter should not be
referred for criminal prosecution. The potential defendant can make
his case to the agency, explaining why events occurreds the surround-
ing circumstances and the 1ike. He is entitled to a tramscript of
hearing. These procedures are detafled in 21 C.F.R., Chapter i,
(Food and Drug Administration) Subpart E -~ Criminal ¥iolations,
section 7.84, Opportunity for Presentation of Views before Report of
Criminal Violation.

After this evidence is received, the District Office makes a
determination whether to recommend to FDA Headquarters in
Washington, D.C. that the matter be referred to the Department of
Justice for criminal prosecution. Decision point three.

The District Office can simply recommend no. Or it can recom-
mend yes. If the latter is the case, FDA Headquarters takes the
evidence gathered by its District Office, the reports of its investi-
gators and the hearings, reviews them again and forrmlates an
independent opinion to determine if referral to the Justice Depart-
ment 1s warranted. Decision point four.

FDA Headquarters can recommend no further action., If s0, the
matter ends. Or it can forward the case to the Department of
Justice for prosecution. If it does the latter, Justice can either
initiate procedures to commence or it can veto FDA's recommendation.
Decision point five.

The proper purpose of this Subcommittee should be to conduct
oversight of agencies under our jurisdiction to determine whether
their procedures afford due process. This does not include the
abrogagian or usurpation of their functions. The FDA procedures
detailed ahove comport with due process.

The dangers inherent in the Subcommittae's actions, in ny
opinion, reach far heyond the dimensions of the Syntex case. Ours
{s a subcommittee historically dedicated to the protection of due
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process rights. Indeed, one of the Subcommittee’s principal investi-
gations during 71978 -- into charges that the NCAA flouted the due
process rights of {nstitutions and student athletes -- reaffirmed
that commiteznt. 1In fact, the Subcormittee, in its findings concern-
ing the investigative portion of the NCAA's activities concluded:

The Subcommittee finds that NCAA member insti-
tutions undar investigation have been given
inadequate notice of the procedures allowed or
encouraged by the NCAA under which the institu-
tion is required to respond to allegations and
prepare its defense.

The Subcommittee finds that there is a perva-
sive appearance throughout the investigalive
process that member institutions subject to
letters of Official Inquiry are presumed guilty
until proved innocent, which the Subcommittee
finds fatally offensive to its sense of fair
play. Such presumption extends to student
athletes and other individuals subject to
a]]eg;tions. {NCAA Investigation: 95 IFC 59,
p. 25

In my opinion, the majority report, insofar as it recommends
referral of this investigation to the Justice Department for pro-
secution, unnecessarily goes far beyond the legitimate interests of
this Subcormittee, and injects it into an area properly within the
Jurisdiction of the FDA. Even assuming that the facts brought out
by the Subcommittee warranted prosecution -- which 1 do not believe
can be so interpreted by a reasonable person -- it is far prefer-
able to remand the case back to the FDA for further examination,
rather than risk trampling the dwe process rights of individuals by
direct referral. Worse yet is the distinct possibility that the
Subcommittee's actions will result in a trial by media, in wnich a
company -- which I belfeve to be a responsible one -- is found
guilty, and is irreparably harmed.

Only when clear and convincing evidence of substantial viola-
tion of law is uncovered by this Subcommittee should direct referral
be made. In the Syntex case, the evidence falls far short of this
standard, and is, in fact, extremely weak.

In closing, I would only point to one sentence in the report
which, to my mind, is indicative of the lack of a basis for this
referral. In Section VI A of the report, the Subcommittee goes a
somewhat towtyous path in an effort to make a showing that the
products were “adul terated” in the legal sense of the word. However,
in order to make this showing, it must be shown that chloride is a
valuable constituent of the food. The sentence reads:

Clouding the issue of chloride's value is the
fact that FDA regulations in effect at the time
of this fncident did not 1ist chloride as one of
the important ingredients in infant formula.

36




31

Yimf be

Rorman F. Lent

:5 James T, Broyhiﬂ

Tom Corcoran

.
- LY
M me M“%’f/flﬂ"f‘f&‘d
Hi]liam €. Dannemeyer Matthew J'. Rinaldo

Marc L. Marks

-‘{s‘“{
-5t
e e

37

L 4
.a“




