OL 32, NO. 6 JUNE 1977

JOURNAL

The FDA’s OTC Drug Review: The Devel-
opment and an Analysis of Some As-

pects of the Procedure
............................................................................... DAN R HARLOW

Public Participation in Toxicology Deci-

sions
PETER BARTON HUTT

A COMMERCE CLEARING HOUSE PUBLICATION

CH PUBLISHED IN ASSOCIATION WITH THE FOOD AND DRUG LAW INSTITUTE, INC.
(

6p?



he editorial policy of this
quurnal_ is to record the progress of the
lalv in the field of food, drugs and cosmetics,
and to provide a constructive discussion of it,
according to the highest professional stan-
dards. The Food Drug Cosmetic Law Journal
is the only forum for current discussion of
such law and it renders an important public
service, for it is an invaluable means Fl)_to
create a better knowledge and understanding
of food, drug and cosmetic law, (2) to pro-
mote its due operation and development and
thus (3? to effectuate its great remedial pur-
i)oses. n short: While this law receives normal
egal, administrative and judicial consideration,
there remains a hasic need for its appropriate
study as a fundamental law of the ‘land; the
Journal is designed to satisfy that need. The
editorial policy also is to allow frank discussion
of food-drug-cosmetic issues. The views stated
are those of the contributors and not neces-
sarily those of the publishers. On this basis con-
tributions and comments are invited.

The oo Rrug Cosmetic Law Jour
Efearl ? ouse, Tnc.” Su SC[IEII
rice: .1 year, $35; single_copies. $3,

itorial “and business offljpjf,e&o
r

intee(selrﬁo n'iAt‘\eIS"Start]écsa%?’Amenca. '

June, 1977
Volume 32 « Number 6

A S B A g B



Food Drug Cosmetic Law
Journal

Table of Contents . . . June, 1977

Page
Reports t0 the REAART ... 247

The FDA’s, OTC Drug Review: The Develogment and an
Analysis of Some“Aspects of the Procedure...........

.......................................................................... Dan R. Harlow 248

Public Participation in Toxicology Decisions
.................................................................... Peter Barton Hutt 275

The OTC Review and the Standardization of Symptom
Nomenclature in Labeling........... Frank P. DiPrima 286

A Consumer Advocate’s View of the FDA’s Procedures
and Practices. . Marcia D. Greenberger 293

Volume 32 Number 6

© 1977, Commerce Clearing House, Inc., Chicago, Illinois 60646
All Rights Reserved

Printed in the United States of America

B



Food Drug Cosmetic Law Journal

Editorial Advisory Board

Fran§< T. Diers]o 420 Iaexm n Avenue, New York, New York, 10017. Chairman:
ecretary, e Foo rug Law’ Institute

H. Thomas Austem, Washington, D. C, General Counsel, National Ganners
Assoclation

BrucPe J. Brennan, Wash ngton, D. Vice President and General Counsel,
harmaceutical anu turers Assouatlon

George M Burdltt Chicago, Illinois, General Counsel of The Food and Drug
Caw Institut

Alan H. Kaplan, Washlngton D.C

Alla ushen, Kenilwonth, New Jersey, Vice President and General Counsel,
gc%ermg Pl%ug};ﬁw dorpora tion y

Michael F. Markel, Washington, D. C.

Bradshaw Mintener W shington, D. C., former Assistant Secretary of Health,
dl:sgucat%ln an Wel are J y

Daniel F. O’Keefe, Jr., Washington, D. C.

JohnKl}/IdﬂRi?hman, Glenview, Illinois, Senior Vice President and General Counsel,

Murray. D. Sayer, Assistant General Counsel, General Foods Corporation, White
Hgms, Ne%v Yori P

William F. Weigel, New York City

Edward Brown Williams shln ton, D. C., former Principal Attorney, United
gtates Igood ané Q\Al(fmlm tration P Y

GaryLa\IA_l n\gmtgltleng Washlngton D. C, President, The Food and Drug

The E |tor|al Advuso% Boarcz advises 0 p0|ICIS sub ec daut 0s.

Iter%slg ino ress;”ons i1t herW|seh tﬁneE] érsD Osmetl I|c

ourna may compyW| tlhrhlghest pro#esswnaﬁ Standards.

Editor of Comments: Stephen A. Weitzman, Washln?ton D. C.
Editor of Canadian Law: Robert E. Curran, Q. C., Oftawa
Editor of Foreign Law: Julius G. Zimmerman, New York City
Associate Editor for Europe: Alain Gerard, Brussels

Scientific Editor: Bernard L. Oser, Ph.D., New York City.



REPORTS

In outlining the developments of the
FDA’s OTC Druq Review, Dan R.
Harlow, Ph.D., concludes that the courts
have authorized the Agency to exercise
considerable confrol “in deciding the
safety and effectiveness of ?rugs., Dr.
Harlow Is with The National Institute
of_Health. His article,_*The FDA’s
OTC Drug Review: The Develop-
ment and an Analysis of Some Aspects
of the Procedure,” begins on page 248.

Peter Barton Hutt, in _his paper
“Public P”art|(:|f),at|on in Toxicology
Decisions,” delivered at a brlefmg
session on the FDA’s Procedures an
Practices, sponsored by the Food and
Dr_u% Lﬁw Institute, espouses the po-
sition  that toxmologilcl evaluations
should be hased on clearly defined and
written criteria, and decldres his belief
In the_ importance of public participa-
tion in the related decision-making
g.roce_ss. He also discusses the defi-
lencies in existing review programs
and warns that problems muSt be
dealt with when they occur. Mr. Hutt
IS a partner in the law firm of Coving-
ton & Burling. His article begins on
page 275.

REPORTS TO THE READER

TO THE READER

Frank P, DiPrima, in his article “The
OTC Review and the Standardization
of Symptom Nomenclature n Label-
Ing,” discusses the FDA regulations
concerning the labeling of “non-pre-
scription drugs. The author criticizes
the “regulations on the groupds that
they will cause increasing public con-
fusion, while not affecting a change
In m_eanln%. Mr. DiPrima Is Staft Vice
President of the Schering-Plough Cor-
poration. The article begins on page 286.

The regulations on the fI|In% of com-
ments Qy consumer groups and by In-
dustr% 15 the _subéect of a paper deliv-
ered by Marcia D. Grecnbcrger at the
briefing session on the FDA’s Procedures
and Practices. She holds the position that
consumer interests are less acknowl-
edged than those of industry because
they lack the financial resources to
ﬁre arg_suitaple evidence in their be-
alf. The article, “A_Consumer Ad-
vocate's View of the FDA’S Procedures
and Practices,” which appears on page
293, also deals with the current devél-
opment of consumer awareness and Its
etfect on the requlations. Ms. Green-
berger is the head of the Women’s
ng ts Project of the Center for Law
and Social "Policy.
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The FDA’S OTC Drug Review:
The Development and an Analysis
of Some Aspects of the Procedure

By DAN R HARLOW, Ph.D.

Dr. Harlow Is with the National Institute of Health.

Introduction

N 1972, the Food and Drug Administration (FDA) proposed a

review of over-the-counter (OTC) drugs in light of a previous
Congressional re(}uwement that drugs be “effective”; that is, have
the therapeutic effect for which they are advertised and sold. The
problems posed by this review were substantial and required the
FDA to be quite Innovative in the area of administrative law. The
following is an analysis of some of the Agency_’s interesting innova-
tions, the challenges to their validity, and their present status.

Historical Perspective
In the mid-18007s, legislation was passed to classify teas and to
exclude certain kinds from entry into the United States. From this
measure sprang food and drug law in the U.S. Between 1879 and
1906, 190 different measures were E;)resented to Congress to control
the quality of food and drugs; in 1906, the Food and Drugs Act was
passed.1 Of the 190 separate measures, 141 were never acted upon

et ol Sl e
& gontlemp. Pro%. 3 &% 5 ’
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and only 8 became law.2 The reason for the failure of so man%/ of
the measures was OFpOSItlon in Congress3 which arose both from
special interest conflicts (for exam_i)le, an attempt to control oleo-
margarine made from cottonseed oil was opposed by southern Con-
gressmen and favored by nonsoutherners) and from a general atti-
tude that food and drug legislation was the work of cranks and reformers.

Opponents to food and drug legislation largely occupied three
categories :

(1) Those who opposed on constitutional grounds (police

power of federal government should not extend into states).

~(2) Those who did not recognize the serious need for legisla-
tion to assure the purity and quality of food and drugs.

(3) Those who had special interest which would be adversely
affected by food and drug legislation.4

Those in categories (1) and (2) eventually realized the inappropriate-
ness of their opposition and finally supported such legislation while
those in category (3) were the diehards and held out to the very end.5

Several pressures mounted to finally push enactment of the Food
and Drugs Act of 1906.6 One source of Pressure was farmers who
became so incensed at the adulteration of food that they, ﬁressured
the establishment of state departments of agriculture with labora-
tories to test purity of foods. This system had obvious limitations
so far as interstate commerce was involved, hence a federal law
became necessary. At the same time, the muckrakers began an exposé
of patent medicine frauds; the “Beef Trust” system of kick-backs
between meat packers and the railroads was publicized ; and Upton
Sinclair wrote The Jungle. The Jungle, intended by the author to be
socialist propaganda, was set in the Chicago stockyards where Sinclair
had spent time, and described such revolting filth; and such unethical
practices among the meat packers that the result was an outcry against
the meat industry as a whole. The author himself stated that he
had intended to strike the readers in their hearts but instead struck
them in their stomachs.7

These pressures and more mounted such a force that President
Theodore Roosevelt, in a message on December 5, 1905, forcefully
called for legislation to control purity and prevent adulteration of

21d. at 4, , L 4Regier, supra at 4, 5.
3Bailey, “Conglres,smnal OXposmon to  6ld ath
Pure Food Legislation,” 36 Am. J. Soc. "34 Stat, 768 (1906).
52 (1930). 7ld. at 9.
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food and drugs. Final efforts to delay the bill persisted until June
30, 1906, when the bill was signed into law.8

~ Similar pressures, eSﬁeciaIIy the “Elixir of Sulfanilamide” tragedy
which resulted in more than 100 deaths from a newly marketed drug,
led to the final passage of the 1938 Federal Food, Drug, and Cos-
metic Act9 which had, until the pressure was applied, languished in
Congress for several years with infighting among the special in-
terest groups (Category (3) of opfonents to the 1906 Act). The
oggonents of Categories (1) and (2) appeared to be missing. The
1938 Act was significant in that it re.(iuwed drugs to be “safe”
(possibly a reaction to the elixir of sulfanilamide tragedy) but did not
require drugs to be effective. The latter requirement was added
in the Drug Amendments of 1962.10 These Amendments, sometimes
called the Kefauver Amendments resulted from extensive Congres-
sional investigations led by Senator Kefauver (Democrat of Ten-
nessee) into the drug industry. Senator Kefauver had attached
himself to the investigation of drug manufacturers as a maior thrust
of his political image. Thus, as of the passage of the 1962 Amend-
ments, drugs must be both safe and effective to be marketed in
the United States.

~ With this thumbnail sketch of the historical development of leg-
islation precedln(]q the OTC drug reviews, it can be seen that the
attempts to regulate nonprescription drugs arose early, before 1900.
However, it was probably the muckraking of the earl?/ 1900’s which
uncovered the patent medicine frauds which eventually led to pas-
sage of the 1906 Act prohibiting adulterated or misbranded dru%s.
The safe and effective requirements for all drugs were added in 193811
and 196212 respectively.

The “effectiveness” requirement of the Drug Amendments of
1962 created a new dimension of drug regulation. Since 1938, drugs
had to be proved safe through a formalized procedure known as a
New Drug Application (NDA).13 Thus, between 1938 and 1962, there
were marketea under valid NDAs a number of OTC as well as
prescription drugs. After the passage of the 1962 Amendments, the
FDA was required to determine the effectiveness of all of these
drugs. The FDA turned to the Division of Medical Sciences of the

»ld. at IS, _ , 1152 Stat. 1040 {1938).

_ 952 Stat. 1040 (19383) hereinafter cited 1276 Stat. 780 g 962)1.

in the text as the “1938 Act.” _ 13Sec. 505, 52 Stat. 1040 (1938).

_ 1976 Stat. 780 (19622S hereinafter cited

in the text as the “1962 Amendments.
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National Academy of Sciences-National Research Council (NAS-
NRC) for help since, with both OTC and prescription drugs, about
4000 different drugi formulations (involving about 300 different chem-
icals) were actually marketed and 3000 were covered by NDAs but
not actively marketed. The NAS-NRC organized to carry out this
job under the “Drug Efficacy Study” and submitted a report to
the FDA ;%4 the FDA implemented the NAS-NRC Stud¥ under its pro-
gram (Drug Efficacy Study Implementation, or DESI).

The Development of the OTC Review

This quick look at past food and drug Ie?islation, especially
those aspects which arose from the need to regulate nonprescription
I dugs such as patent medicines, gives a historical perspective for
the desire to regulate OTC drugs. Thus, the proposed rulemaking
for OTC drugs published in 197215 was not an unheralded foray
of government regulation into an unsuspecting segment of the mar-
ketplace. The proposed rulemaking explained that the NAS-NRC
Study had covered 420 OTC drugs and reported that onlhl 25 Percent
of them were “effective,”16 the remalnln% three-fourths of them
ranged from “ineffective” to * robabldy effective.” The 420 OTC
drugs examined by the NAS-NRC Study were only a small sample
since it was estimated that the total number of OTC drugs mar-
keted was between 100,000 and 500,000. One initial problem in settin

up the OTC review was the desire and need to deal with all OT

drugs on an egual basis. For those OTC drugs which were marketed
under valid NDAs, there was no problem since the 1962 Amendments
would allow withdrawal of the NDA under Section 505(e) “on the
basis of new information...there is lack of substantial’ evidence
that the drug will have the effect it purports or is represented to
have ...."I7 However, the 1938 Act “grandfathered” a number of
drugs from requiring an NDA, including many OTC compounds,
on the basis that they were covered by the 1906 Act _ﬁWhICh did not
contain the safety and effective requirements).18 Similarly, the 1962
Amendments “grandfathered” many OTC drugs from the “effective”
requirement.19 How could the FDA reach these OTC drugs on the
basis of their being not effective_when they ostensibly were immune
to the “effective” requirement? The FDA chose to attack the prob-

4 Drug Efficacy Study, a Report to the BL3TF.R. 8 (1972).
Commissioner on” Food” and Druas. Na-  Bld. at 8.
tional Ac,addemx of Sciences. 1969, here- I/ Sec. 102(e), 76 Sfat, 780 61962&.
Inafter cited 1N the text as the “NAS- 13 Sec. 201 (17% h2 Stat, 1040 él 38).
NRC Study.” 1B Sec. 107(c), 7o Stat. 780 (1962).
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lem with _another Weaﬁon in the powers given it in the 1938 Act.
If the OTC failed to have the effect it claimed, it would be “mis-
branded” under Section 502(a): “A drug... shall be deemed to be
mishranded—{a) if its labeling is false or misleading in any par-
ticular.”20 Since the introduction into interstate commerce of a mis-
branded drug is prohibited under Section 301(a) and recelvm? of a
“misbranded” drug is prohibited under Section 301(c), clearly the
not “effective” OTC could be reached in this manner.2l Criminal
sanctions are available against perpetrators of prohibited acts in
Section 303 of the 1938 Act.2 Thus, the problem of reaching all
OTC drugs had been overcome.

Now, however, the major hurdle was approached. How does a
small regulatory a%ency such as the FDA handle the removal of up
to 500,000 drugs? On a case-hy-case basis, the withdrawal of NDAS
and the determination of mishranding would be an Herculean effort
likely to be altogether unreasonable. The envisioned results would
be endless hearings and the intent of Congress in the 1962 Amend-
ments would be thwarted. An alternative route was proposed: since
the half million OTC drugs were composed of about 200 active
ingredients, the problem could be approached on a “therapeutic
class” approach with the active ingredients being examined for ef-
fectiveness.Z3 The basis for the decision of effectiveness for active
ingredients of each class would be “monographs” on each therapeutic
class: those OTCs which met the standards of the monographs would
be generally recognized as safe and effective (GRASE) and not
misbranded while those not meeting the monograph standards would
not be so designated and could be moved against via NDA with-
drawal or misbranding.24 The all-crucial asEect now arose over who
would write the monoqraphs. The rulema |n? proposal suggested:
“The commissioner shall appaint review panels of qualified experts
to_evaluate the safety and effectiveness of OTC drugs ...,”s All
OTC manufacturers would be requested to submit data on the safet
and effectiveness of their products once the panels were selected.
After listing the t?{pe of data acceptable, definitions of “safe” and
“effective” as applicable to the monographs were proposed.2s Of
particular interest and of focus later in this paper is the “legal
characterization” of the monographs:

DSec. 502(2), 52 Stat. 1040 (1938). A Subpart D (a)IN(0)(2) and (3),
e SO0 an i 8 %o IO {1%3)( )(2) &nd )
(1838) BATE R 8, 81 (1072)
B3 0.2 1, 0 19%) B3 F R & 87 (1079,

B3TF.R. 8, 86 (197
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“After its effective date, ... a monograph .. .. Which is not the_sub#'_ect of a
timely court appeal or which is the subject of a timely appeal and is affirmed by
a court constitutes binding substantive fule .. .,"2

The proposed rulemaking ended with a list of the various categories
of OTCs for which monographs would be prepared.

Finally the proposal moved on the remaining great Io?lstlcal
Problem confronting the OTC review—how to avoid a separate pro-
racted hearing for those drugs not meetmg the monograph condi-
tIOﬂfS l?r not covered by a valid NDA. The

as follows:

“Any such drug which fails to meet one o the other of these two conditigns
(gme t monogra%h conditions or 1s covered by valia NDA] shall be in violation
f the act and shall be subject to summary “court procedure for determination
of illegality.”3

The proposed rulemaking invited comments to be sent to the
FDA. Many such comments were sent. Perhaps the most often
cited adverse comment (and the most vigorously expressed as well)
concerned the legal status of the monographs "(as substantive and
not interpretive fules).2 Following it as often cited adverse com-
ments were: (1) the selection of members of the mono%nraph review
panels; (2& the ‘status of drugs grandfathered both by the 1938 Act
and the 1962 Amendments; ?3) the validity of the Summary Jud%-
ment ; and (4) the appropriateness of the therapeutic class approach.
Further comments covered a wide variety of subjects, Each of the
above specifically enumerated comments will ‘be discussed in detail below.

DA approach here was

Commentary on Special Problems
in the Development of the OTC Review

(I) The Monographs: Interpretive v. Substantive

This question is of basic importance since it may effect the
;‘we[;ght_” monographs will carry If challenged in court. According
0 Davis;

“Rules an agency makes pursuant to a %rant of power to make law through rules
are Ierqlslatlve Lsubstantlve} rules and have the same force as a statute” If they
are valld. The three tests of validity involve constitutionality, statutory authority,
and proper procedure. A court may no more substitute its judgment as to thie
content of a'le |flat|,ve rule. than it may 'substitute |tsgud%ment as to the content
of a statute. Rules issued in absence of a grant of power to make law through

rules are mterpthatlve. Courts are free to “supstitute éudgment as to content of
Interpretative rules, but they often give weight or great weight to the views of

ZSuE)part D(a) (11) (b) (1), 37 F. R. D Materias in Hearing Clerk’s Office,

85,88 (1972). FDA, Parklawn Bmlding, 5000 Fishers
B3TF. R. 85 89 (1972). Lane, Rockville, Maryland.
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the a?ency, sometimes even to the extent of glv_lng%_ force of law to the rules.
The four"majn factors that increase the authoritative effect OF interpretative
rules are special expertise of_the,agiency, st,atuto% reenactment, contemporaneous
construction, and longstanding interpfetations.”

_ The decision as to interpretive v. substantive also carries with
it different standards of judicial review.3l For substantive rules,
review is under the “arbitrary and capricious” standard of 5 U.S.C.
Section 706(2)(A)2 while for interpretive rules, the standard is
“substantial _evidence.” Clearly, there are advantages accruing to
either the FDA or the industry challenger depending on which
characterization the rules receive. For the advantage of the FDA,
rules (in this case the monographs) would he substantive—thus
review would be the arbitrary”and capricious standard. It is very
unlikely that an appellate court would find a_technical report of a
highly ‘scientific a%ency such as the FDA *“arbitrary and capricious.”
Indeed, since the FDA is relying almost entirely on outside scientific
experts for producmg the monographs, it is hard to conceive that
any court would be able to find a monograph, arbitrary or capricious.33
In %eneral, courts have deferred, especially in the case of the FDA,
to the expertise of the agency in such hl%hly technical matters. Thus,
there is little doubt that a substantive characterization of the mono-
graphs would benefit the FDA and would burden any challengers.

_On the other side, the “substantial evidence” standard as applied
to interpretive rules would afford challengers more of an opportunity
to successfully challenge the monographs on appeal. Also, interpre-
tive rules can'be attacked in collateral enforcement proceedings while
substantive rules are binding and must be attacked by court appeal.

The position of the FDA is that it can proceed by either path-
way. substantive or interpretive at its own choice.3 The A?enc,y’s
choice as set out in the proposed rulemaking was by substantive
rulemaking.®

Returning to the analysis of the Davis text, it is not at all clear
that characterization of rules as “substantive” or “interpretive”
is of dispositive significance. For example:

P Sec. S.06, K. Davis,_ Administrative 3B Bass. Milton A.,_“Is the Substan-
Law Text (3rd ed. 1972), hereinafter ftive-Interpretive Issue Really Dead?,”
cited |nﬁ e text as “Davis. 0 Food Druo Cosmetic Law Journat

LBoth of the terms, “interpretive” 148, 45 f/\rﬁzﬁusct, {475},
gpgturlemerlpr\%/tialllnvuese a‘r‘lentfeor%r}gtil\pe’t’h%irll{:té 33(|:d a gst' of Preamble, 37 F R
It Is shorter and conveys the same mean- 94?31. 8eriT 81993% '

Ing. H3TF.R. 8. 8 (1972).
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“Courts are free to substitute judgment as to content of interpretative rules but
theﬁ often give weight or 8reat weight to the views of the agency, sometimes
even to the extent ofglvmgf rce of law to the rules.”3

This matter-of-fact statement is of %reat significance and often
reflects the attitude of courts toward the FDA. In an area of such
complicated and specialized tech_nolo%y, the courts often will rely
heavily on agency expertise, feeling themselves to be unqualified to
enter into the “mysterious” and esoteric realm of scientific laboratories.
In fact, Davis sfates:

“The four main factors that increase the authoritative effect of interpretative

rules are special expertise of the agency, statutory reepactment, contemporaneous
construction, and longstanding interpretations.”87 {Emphasm supplied.)

Thus, even though the challengers may feel that a major victory
would be won by havm? the "monographs labeled “interpretive,”
it is not at all cléar that the result would be that the courts would
find themselves willing éor able) to review the monographs on a
substantial evidence standard. It s quite possible that even with the
|nter€ret|ve label, the rules could be given force of law status on
the basis of the expertise of the agency, especially considering the
use of outside experts to produce the monographs.

Thus, there is question as to the basic effect and importance of
the distinction, Whereas the effect may be relatively unimportant
in terms of the final weight accorded the rules, proponents for
industry challengers have “arqued that cross-examination afforded
in the ‘Interpretive model would afford them the ability to build a
usable record for aﬁpellate review which is absent under the sub-
stantive model.38 This seems to be a somewhat “anemic” approach
to the significance of the interpretive v. substantive dlch,otqm){. It
would appear that the distinction must mean more than this in legal
significance; if this is the totalltY of its significance perhaps 1ts
usefulness, at least in this area of law, has vanished.

The FDA, in its [position congerning the substantive nature of the
monographs, has relied on Section 701(a) to P_romulgate substan-
tive rules: “The authority to promulﬁate regulations for the efficient
enforcement of this Act, except as otherwise provided in this section
IS hereby vested in the Secretary.”®

This type of “broad powers” grant of rulemaking authorit% has

been supported by the Supreme Court as power to issue substan-
FDavis, supra at 137. B Bass, su;ira at 456,
Tid at 137 Bec, 701(a). 5 Stat. 1040 (1938).

OTC DRUG REVIEW page 255



tive rules in several agencies, that is: “The Secretary may pre-
scribe requlations to carry out his functions, powers,” and "duties
under this title.”4

The above grant of power to the Secretary of the Army was inter-
Preted by the Supreme Court to make rules issued under it “have
he force of law.”4l The rules of the FDA Promul%ated under Sec-
tion 701(a) have similarly been found to; “have the status of law
and violation of these carry heavy criminal and civil sanction.”4
In a more recent case, National Nutritional Foods Association RNNFA)
V. Weinberger.4s the Second Circuit Court of Appeals stated that
FDA rules promulgzated under Section 701(a) were “substantive”
and binding upon the public. The Court further stated that the
judicial standard of review is the arblltrarg and capricious standard
of 5 U.S.C. Section 706&2)%A). Barring Supreme Court review of
NNFA, the law appears to be settled as to this question of mterRre-
tive versus substantive rules under Section 701(a). Industry chal-
lengers will be facing an “uphill grind” to change the characteriza-
tion of the monographs.

It is of interest to speculate as to the willingness (if not eager-
ness) of the judiciary to characterize the FDA rules as substantive.
Clearly such™a labe mcI] gives the rules more “clout” should the
industry affected wish o challenge the action. Two threads_appear

to run through judicial thinking on this sub{ect: (1) public interest
considerations; ‘and &2) judicial deference to. agency expertise. A
quote from United State$ v. Storer Broadcasting” Co.4 may be in-
structive in regard to public interest considerafions:

“This Commission, like other agencies, deals with public interest ... Its authority
COVErs new ang rapldly,developlnrq fields, Congress sought to create requlation
for public protection with careful’ provision. to” assure fair op\ﬁortumtg T0r open
competition” In the use of hroadcasting facilities. Accordingly, We cannot interpret
§30 (bg as barring rules that declare a#resent intent to [imit the number of sta-
tlons consistent with a permissible “concentration of control.” It is but a rule that
announces the Commissign’s attitude on public protection against such concentra-
tion. The Communications Act must be read as.a whole and with appreciation
of the responsibilities of the body charged with its fair and efficient operation.
The growing comﬁu_lexny of our 'economy induced the Congress, to place requla-
tion 0f businesses like communication In ‘specialized agencies with broad powers.
t(())fr))lllrtirgg%osrllcévy, fo interfere with their conclusions when reconcilable with” statu-

10 USCA Sec. 3012(q). _ . B512 F. 2d 688 (

4L Public Utilities Commission of Cali- inafter cited In the tex

Eo4r2r1|§19v5.8Un|ted States, 385 U. S. 534, ;5%51 U. Sét192 (18955)d. g Co.. %1
D Nbboft Laboratories v. Gardner, 387 U.'S. '13'2,\/203 0(rle9r55)r.Oa astng £0.

U. S. 136, 151-152 8196 ).
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The flavor of this judicial attitude is clear and forceful; there is
no doubt in the Supreme Court’s assessment of their function vis-a-vis
the “specialized agencies with broad Fowers.” The specific question
involved here was whether the Federal Communications Commission
(FCC) could promulgate rules without a hearing under a general
grant of power. The Court agreed with the FCC ar?,ument: “...that
rules may v_alldIFy éuve concreteness to a standard of public interest. . . "4k
Likewisg, in Federal Power Commission v. Texaco*1 the Court ex-
presses its concern with protection of the public interest by a gov-
ernment agency:

“The rulemaking authority here_as in Storer, is ample to provide the conditions
for ath_catlons under §4 or §7. Section. 16 of the Nat#ral Gas Act gives the

Commission power to Rrescribe such regulations “as 1t may find necessary Or appro-
priate to carry out t

e provisions, of "this Act.” We deal here with d procedural
a?Pect of a rate. question and with a (hertlflcate (}u_estlon that s important in
effectuating the aim' of the Act to protect the consumer interest.”48

~ Thus, the Supreme Court is quite mindful of Congressional
intent in statutes ‘which were specifically intended to protect the
public. Certainly the Federal Food, Drug,”and Cosmetic Act is such
a statute, ?erhaps one of the best examples of “pure™ public in-
terest legislation.

The other “thread” runnin throug{h judicial thinking that often
surfaces is the judiciary’s deference to a specialized agency’s ex-
pertise. This was alluded to in Storer Strong enunciation of this
{udlmal attitude is found in NNFA, where the Second Circuit stated
hat Congress intended the FDA to promulgate rules to facilitate
the 1938 ‘Act “rather than leave the decisions to the courts, which
lack the medical and scientific knowledge essential to such decisions.”50

It has been stated that NNFA . .is strong authority for the
proposition that the OTC monogray),hs, if promulﬁated by proper
rocedure, -are also valid and binding in judicial proceedings.”sl
trong indications for judicial acceBtance of the authoritative nature
of the monogiraphs Is seen in Weinberger, Secretary of Health, Educa-
tion, and Welfare v. Bentex Pharmaceuticals, Inc.% where the mono-
graph approach to OTC review is described. Although in the form
of dictum, the description gives a strong feeling of judicial approval
of the monograph procedure.

8U.S. y. Storer Broadcasting Co., 512 F. 2d at 699. . .
su 7%01 Ames and McCracken, “Framin
WA 0.5, % (1963). Re ulator%/ Standards to Avoid Forma
BFederal Pozver Commission 2\ Tex-  Adjudication: The FDA as a Case
aco, 377 U. S. 33, 41 (1963). Study,” 64 Calif. L. Rev. 14 57 (1976).
5 3ee note 45, supre. QU U. S, 645, 650 (1973)
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AIthougih confident assertions are heard from industry chal-
Ien?ers that Congress did not intend Section 701(a) to give force
of Taw to rules (in this _case_mqn_oqraphs) promulgated under itj*a
it appears that there is little judicia Frecedent upon which to base
these assertions in the food and drug law area. Other commentators
are just as adamant in asserting that Section 701(a) requlations
do have the force and effect of law:

“Section 701(a) is the sole authority for issuing interpretive and advisory re%u-
lation.  Authority for issuance 'of “substantive regulations which implenent The
statute is derived from the express authorizations contained in the respective
sections as well as from Section 701(a).’K' (Emphasis supplied.)

In IiFgDht of the public interest aspect and the judicial deference to
the FDA's expertise, it is to be expected that the monographs Fro-
mulgated under Section 701 (a) will carry the force and eftect of law.

. Sincg the monographs are promulgated as substantive and not
interpretive, the Administrative Procedure Act (APA) requirements
for such rulemaking must be followed; primarily this recluwes adequate
notice to_interested parties, hearm%s before adopting the rules, and
%pportunlty to participate through submission of “written data.®

here a‘ppear to be no allegations from industry that the require-
ments of the APA have not been met.

Assuming the substantive nature of the properly Promulgated
monographs, where does this leave the industry challenger?” The
substantive characterization of the monographs closes many legal
options due to higher standards of review:

“If the agency [FDA] relies on outside experts in reaching a decision, it is
difficult. to, Bee how tha{ ,,%gnon can ultimately be characterized as ‘arbitrary or
I capricious’ by any court.

With this legal maneuver foreclosed, industry must rely at this point
on scientific options. Industry challengers are invited to present their
data to the monograph panel who will be examining all scientific
data available on a given compound or drug. The part_|C|Bat|on by
industry at this point could be crucial if their scientific backup i
substantial and weighty enough to persuade the panel. If the chal-
lenger’s data on his compound or drug prove effectiveness, the mono-
graph will so reflect and the compound or drug then meets the

BWhyte, Warren E., “The FDA’S  Federal Food, Dr,urt;, and Cosmetic Act
OTC Drug Review,” 28 rooa bruq I Federal Adminisirative Procedure Act
osmktic Law Journa . 381 %4388 and the Administrative Agencies 389 (G.
(June: “fora) Warren ed. 1947),

%Market The Impact of the Federal % 5 U, S. C. Sec. 553 (1975).
Administrative Procedure Act on the  H)Whyte, supra at 452
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requirements of the mono raPh. No further action is re%uwed by
the manufacturer—his proguct meets the requirements of the mono-
?raph and is thus free to be marketed. Thus the arena of confronta-
lon is moved from the legal to the scientific.

It is this writer’s opinion that the resulting shift from legal tq
scientific is desirable and perhaps envisioned by the judiciary. The
desirability arises from the fact that the monographs defermine
highly specialized complex, technical matters whereas courts are
arenas for more generalized problems. _A_Itho_uPh the practice of
law is now feeling pressures to specialize, it is still"often characterized
as the last hold-out of,the_dgenerallst. Thus, the generalized court
has stated often that it did” not feel quallﬁed to rule_on highly
complex technical matters for which Congress has seen fit to create
the specialized, technical agencies to handle. By finding the mono-
graphs substantive, the courts have prevented conflicts from_arrlvmﬁ
In court to be reviewed on the “substantial evidence” basis whic
would require the court to make a scientific determination. The
arbitrary and capricious rule is such an extreme standard as to be
virtually foreclosed by the agency’s use of recognized outside ex-
perts.5" Courts appear to be saying that hlgihly complex, technical
scientific matters must be left to the scientists, not the courts.

The Io%lcal question now is the method for selecting the panel
and does the panel represent a broad spectrum of biases or can
the selection be manipulated to result in a narrow range of views
preferred by the FDA? This very question often was presented in

the comments submitted to the proposed rulemaking® and leads
to the next major point of discussion.

(”) The Selection of Members for the Monograph Advisory Review Panels

It is obvious in light of the substantive nature given the mono-
graphs by the courts that selection of members for the monograph
review ﬁanels is of major significance. For those working in science,
the myth of the objective, non-biased scientist is often heard but such
a_paragon of rational, logical nature is rarely, if ever, seen. This
situation is also known to some people outside of science, particularly
lawyers, who deal with scientists: “Since it is well known that
medical experts can easily be obtained for almost any side of any
controversial proposition .. .."5

5 \Whyte suBra at 452 "9Whyte, supra at 42,
B See note 29, supra.
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_If the FDA were to appoint onIY,paneI experts who represented
views favorable to itself, the resulting monographs would likely
also represent such a viewpoint. In the proposed rulemaking, the
FDA oPened_the door to participation in the selection of panelists
without specifying the exact procedure:

“The members of a panel shall be qualified experts d(appointed by the commis-
sioner) and may include persons. from lists submitted by organizations repre-
senting professional, consumer, and industry interests.” 0

The statement in the final rules was the same,0L Since the make-up
of the panel may itself raise due process questions, it has been sug-
gested that the willingness of the FDA to allow industry to propose
names to be considered for panel members is to prevent such a
challenge.2 It should be noted that industry or consumer Sgrou S
did not have the opRortumt?{ to propose names for the NAS-NRC
Study which were held valid by the courts. It appears that the
FDA may be giving more than perhaps it needs to in order to assure
due process in the” monograph procedures. A spokesman for the
FDA has said as much:

“We must assure, and this is of critical importance, the fundamental fairness in
the Rrocedures that we have been_devising, In the OTC drug review we have, if

anything, gone overboard in making certain that everybody has an opportunit
to yparti%lpgte.”aB ! i P /

In 1973, the procedure_in select!n? panelists included suggested
names, submitted to the FDA by inferested parties (for example,
industry and consumer ?rougs). There were also two non-voting liaison
members; one nominated by the Consumer Federation of America
consumers), the other nominated b}/ the Proprietary Association
industry).04 The fprocedure appears o be the same now, although
somewhat more formalized in general character due to Federal
Advisory Committee Act (FACA)® requirements.@)

Since the FDA is promulgating the rules under “notice and
comment” procedures,07 why the due process vv_oer with involving
those to be regulated in the selection of panelists? It would seem
that if only the “notice and comment” requirement were met, the

Q37 F. R. 8, 87 51972% 81,Ying|in§, Gary L., “The OTC Drug

837 F. R. 9464, 9473 (1972). Ead, P ru etic Law
Biliespce Ko Review.” 28 voge Riel 679

& Hutt, Peter Barton, “Views on Su- 886 Stat. 770 ‘19?2)‘. ,
reme Court/FDA DeC|5|j)ns, 28 8 Pinco, Robert G, “The FDA’s OTC
g osmgiguf3 Law Journal Review—The Light ‘at the End of the
0 em er, )' Unne ,” F ood Drug Cosmetic Law
Journa 187" (March. 1976):

il
g5 U. S. €. Sec. 553 (1970),
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FDA would have fulfilled its procedural requirements. Indeed, Con-
gressional overseers have often viewed such an “unnecessary ac-
commodation” by the FDA as suspect, perhaps even “chumminess”
between the requlator and those to be requlated. This type of charge
is reqularly hurled at the FDA. 68 6910 Why then would the FDA
risk another such charge by giving industry’ powders not demanded
by Section 553 of the APA" “notice and comment” procedures?

Section 553(c), APA, gives interested persons: “An opPortu.nlty
to participate in the rule” making throu%h submission of written
data, views, or arguments with or without the opportunity for oral
presentation.” 71

The participation required to be allowed here is through “written
data, views, or arguments,” and oral presentation may or may not
be allowed. There is no indication of a need to allow interested
persons to participate in the selection of a?ency panelists or advisor
committees. The answer to FDA’s decision fo do so is, | think, twofold.

First, as mentioned above, the OTC monograph approach to
handlln% the OTC effectiveness reviews is a new and somewhat novel
approach. It is to be expected then that courts may be more critical
In their review of the procedure—therefore, the "FDA’s desire to
assure all reasonable dug process protection considerations to the
point of “going overboard.

~Second, some courts recently have expressed dissatisfaction with
simple “notice and comment” procedure under Section 553(c), AFA,
especially when the matters at hand are highly complex and the
decision “has sizeable consequences.”2 These courts have put extra
requirements on Section 553(c), requirements resulting in “hybrid”
or “notice_and comment-plus” rulemaking. In Walter Holm & Co.
v. Hardin,3 the Court of Ap%eals for the District of Columbia held
that plaintiffs were entitled to hearings on issugs of “crucial” importance
with a limited rlght of cross-examination. The regulation was rule-
making under nofice and comment requirements and involved highl
technical agricultural matters éwhether tomatoes of one-fourth inc
greater diameter could be graded as “vine ripes” versus the one-fourth

@Brown, Stephen A., “The Food and a5U. S C. Sec. 553(_0# 1970).
[ive

Drug Administiation ahd the. Impossio il ing’
ug Administration and the Impossible n\e/\p”taemSAde}/stBrre{ ?(r)r%%lélunr%

Dream, 28 F ocod D ru Cosmetic L w U
Jogrna 391 (June, 1973). Act: A Legal and EmchaI Analysis,”
(BM. MintZ, By Prescription Only 42_U. 8hl. L. Rev

401 19753.
7). B449 F. 20 1009 (CA DofC 1971).
7J0.) Turner, The Chemical Feast
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inch smaller “mature greens”). The results of the ruling_had sug-
r};estl_ons of maneuvering against the plaintiff economically. “The Court
ashioned a “half-way house™ between the notice and ‘comment re-
guwe,ments of Section 553 and the “on-the-record” of Section 556 and
ection 557. APA.

~In Mobil Qil C_orﬁoratlon v. FPC,1Athe Court of Appeals for the
District of Columbia neld the plamtlﬁ to be due cross-examination or
some other substitute such as submitted questions to be either orally
answered or answered in wntmg. Here, the Federal Power Commission
(FPC) had issued a rule under “notice and comment” procedures
setting minimum rates without having given the plaintiffs the par-
ticulars of the procedures by which they reached their decision.

In International Harvester Corporation v. Ruckelshaus,ss the Environ-
mental Protection Agency (EPA) had denied automobile manufac-
turers a one-year deferral on automobile emission standards. The Court
remanded with an opportunity for the automobile manufacturers
to have a limited right of cross-éxamination and a right to comment on
certain materials put before them by EPA upon which they had
not been given an opportunity to comment.

Thus, the FDA’s grant of participation in the panel makeup,
grant of nonvoting liaison members may be provided to preclude or
at least reduce the risk of a court remand for a “hybrid™ or “notice
and_ comment-plus” rulemakln%. The EPA has developed several means
of its own to supplement the “notice and comment” requirements
to insure the participation of its regulated manufacturers; “(1) an
advance written statement of methodology; (2) an inquiry confer-
ence, on or off the record; and (3) written agency answers to inter-
rogatories.”

It appears at this point that there is a reasonable amount of
flexibility In such additional procedures; the main point being that some
courts are unsatisfied with a “bare-bones” Section 553, APA, ap-
proach, especially in areas of technologically and scientific complexity
In conjunction with severe results to the regulated industries. In
such cases, the courts did not go so far as to require the formality of
on-the-record hearings foIIowm_g Section 556 and Section 557, APA,
because the enabling statute did not so require. But it is clear that
minimal Section 553 requirements did not suffice.

TGRF. 7 1288 (CA DofC 1973).  TWilliams, supra at 48
Ei £ 3 o) lliams, supra
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Thus, the FDA’s design of participation by manufacturers, in the
selection of panelists may also be a mechanism to insure sufficient par-
ticipation in the rulemaking process to satisfy the possible need a
court may find for “hybrig” rulemaking as well as the wish to satisfy
general due process or “fair play” requirements.

(lll) The Monograph Approach to OTC Drug Review

Previously it was noted that in this_country there are marketed
between 100,000 and 500,000 different OTC products which must_be
reviewed as to the effective standard of the 1962 Amendments. The
NAS-NRC Study looked at a small sample of these OTC products
and found only 25 percent of them to be effective. The FDA then
was faced with™ the enormous task of reviewing the effectiveness of an
enormous number of products; so many as to be logistically impractical
if not impossible, if attempted on a rug-bf/-drug\ basis. The demand
to remove ineffective drugs stated in the 1962 Amendments certainly
would be thwarted in a time sense even if the drug-by-drug ap-
proach were feasible in_terms of the FDA’s resources at hand to
accomplish the review. The obvious option available to the A%ency
would be to group druqs according to some logical procedure. It was
determined that the entire OTC market was composed of about 200
chemicals in various combinations and formulations and that certain
subgrouPs of the 200 were offered to have a specific_therapeutic
effect. Flence, there was a decision to list the 26 categories according
to therapeutic effect (for example, antacids, laxatives, anti-perspirants,
bronchodilators and antihistamines, etc.).

~ Comments offering_the OP_IHIOH that such an approach is not
valid were numerous.77 The rationale given by the FDA in the pro-
posed rulemaking involved the logistical impossibility of the FDA
carrym? out the review on a drug-hy-drug basis. Several comments
stated that such considerations, were not proper since more man-
ower and funds_ could be obtained for the purRoses of the review.
he FDA’s position was: (1) the funds for such an unwieldy exer-
cise were not available; and (2) even if funding were available
the results of such an enormous Undertaking would be “confusing” and
“cumbersome.”® One probable unacceptable result would be the
case where one OTC drug would be removed from the market while
a similar_one could remain on the market for an extended period of
time.7 This occurrence would be unfair among the manufacturers
as well as fail in protecting the consumer, which™is the intent of the

17See note 29, supra. Pid. at 946S.
BITF. R, it Bl (1972).
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1962 Amendments. For lack of a better alternative, the therapeutic
class approach would be followed.

The main complaint of the manufacturers arises from the fact
that the manufacturers are used to being dealt with by the FDA on
a druP-by-drug basis in the NDA withdrawals. Even though there
iIs a logical need to handle the situation through therapeutic classes,
[ndustrg may still question the validity of the approach. However
in the Permian Basin Area Rate cases,d the Supreme Court_upheld
the FPC class-approach to rate determination by class proceedings. In
a drug manufacturer's case, Hoffman-La Rochie v. Kleindienst, &L the
Court of Appeals for the Third Circuit aRproved a class approach :
“Here the final order will apply across the board to all producers,
wholesalers, and distributors of Librium and Valium as well as to
pharmacies and physicians.”® The reasoning the Court used to arrive
at this approach was: “quick action to protect the_Fubllc, and the
need to treat similarly situated drug products similarly.”8 These
are Eune similar reasons in the same segment of the economy as
the FDA proposes to support its therapeutic class approach.

In an important recent drug case, Hynson, the Supreme Court
held that:

“The comprehensive, rather than individual treatment may indeed be necessary
for quick cffective relief ... to require separate judicial proceedings to he brougfit
against each, as If each were the owner of Black "Acre bem% condegmned, would "be
to create delay where in the interests of public health there should be promgt
action.. A sm%Ie,admmlstranve_proceedmg in which each manufacturer may be
I(]eard is_copstitutionally permissible measired by the requirements of procedural
ue process.” 8

Here the question was whether the FDA could move on all the
manufacturers of a drug manufactured as a result of one NDA held
by the original manufacturer. The court approved the FDA’s mov-
ing on the “pioneer drug” and the “me-toos” in one proceeding
in-another case.8

Thus, the logical and open expression by the FDA of reasons
for the therapeutic class approach and judicial attitudes which ap-
[l):r_ove such reasons would suggest that FDA’s approach will be found valid.
Finally, in Bentcx, the Supreme Court aﬁpears to have expressed
its approval of the therapeutic class approach, although in dictum:

@390 U. S, 747, 784 (1968). g Hynson, supra at 624-625. _
8478 F. 20 1 (CA-311973). 8'USV Pharmaceutical Carp. v. Wein-

Id. at 13, berger. Secretarzv of Health, Edycation,
&HAmes and McCracken, supra at 67. and” Welfare, 412 U. S, 655 (1973%
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“FDA has also realized that it is impossible to apply_the 1962 amendments to

s0 realiz
over-the-counter (0TC) dru?s n a Ccase-by-case basis.” There are between 100,000
and 500,000 of these products, few of which were previously agprroved by FDA,
In May, 1972 FDA adopted a procedure for determining whether OTC groducts not
Ic:O\éerFe;d b)64§4l)"/§)’s are safe products, not ineffective, and not misbranded. 37
ed. Reg. .

In light of administrative emgency and the voices of the courts,
the question of the validity of the therapeutic class approach is probably
no longer in doubt; the approach can be expected to be upheld
if ever challenged in court.

(IV) The Grandfather Clauses of the 1938 Act and the 1962 Amendments

In the groposed rulemaking, it was noted that very few of the
100,000 to 500,000 OTC drugs were covered by NDAS ‘under Section
505 of the 1938 Act. The mechanism of withdrawal of an NDA
would not reach these drugé. The_proposal was to reach the OTC drugs
not under NDAs as not GRASE under Section 201(p)(l) definition.
Obviously, if the OTC drugg were found by the monograph panels
to be ingffective they could not meet the GRASE requirements of
Section 201(?_?_0) and, therefore, be, by definition, a “new drug”
_reﬂumn the Tiling of an NDA. The NDA would, of course, be denied
if the drug were ineffective.

The problem of the “grandfathered” drugs came as a result of
the last portion of Section 201(p)(I) of the 1938 Act:
“, .. except that such a dru% not so recognized shall not be deemed to be a “new
drug” if at any time prior to the enactment of this act it was subject to the Food and
Drugs Act of June 30, 1906, as amended, and if at such time its labeling contained the
samé representations concerning the conditions of its use ... "8

~This grandfather clause would exempt those pre-1938 drugs
which had been subject to the 1906 Act from the “safe” requirements
of the 1938 Act. There being no “safe” requirement, these drugs
were then not liable to action under Section 505 since they are not
“new” drugs.

Similarly, the 1962 Amendments had a grandfather clause:

“In the case of any drug which, on the day immediately preceding the enactment
date, (A) was commercially used or sold in the United States, (B)” was not a new
drug as defined by fsecnon 201,%p)_0f the basic act as_then in Torce, anﬁ (C) was
not covered by an effective a%)ll ation_under Section 505 of that act, the amend-
ments to Section 201(p) made by this act shall not apply to such drug when In-
tended solely for use under conditions prescribed, recommended, or suggested In
labeling with' respect to such drug on that day.”8

% Bentex, supra, at 650 8Sec. 107(c) (4), 76 Stat. 780 (1962).
87 Sec. 201 (p) (1), 52 Stat. 1040 (1938).
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It is obvious that the Con%ress intended to exempt from the
new “effective” requirement of the 1962 Amendments those drugs
which were “generally recognized as safe”—not “new” under the
1938 Act, and"those drugs not covered by NDAs (Section 505 of
the 1938 Act).

The OTC drugs under NDAs could be reached for withdrawal
by the monographs under Section 505(e)(3)

.. 0r (3) on the basis of new information before him [Secretary, DHEW] with
respect to ‘such drug, evaluated together with the evidence available to him~when
the application was ap?r_oved, thatthere 1s a lack of substantial evidence that the
druuq will haye the effect it gurports or is repres nt?d tf‘ have un?er the conditions
of Use prescribed, recommended, or suggested In the labeling thereo "

The data accumulated by the mono%raph panels could thus, be
used for the withdrawal of an” NDA and, therefore, the “not effective”
OTC drug. However, those dru?s which were grandfathered in the
1938 Act and the 1962 Amendments could not be handled in this manner.
The Congressional intent being clear as to the “effective” require-
ment, the FDA had to look elsewhere in the 1938 Act for power to
remove those OTC drugs which were grandfathered and found
“not effective” bg/ the monographs.. Section 301 provided a route
of reaching such drugs through” the misbranding approach;

y vy

“The following acts and_the causing thereof are hereby prohibited: (a) The intro-
duction or delivery for introduction” into Interstate commerce of any" food, drug,
device, or c'osmetic that is adulterated or misbranded.”0

If an OTC drug is not effective, is it also mishranded? Section
502 of the Act states: “A d_ru% or device shall be deemed to be mis-
branded—(a) If its labeling is Talse or misleading in any particular.”%

_Is lack of effectiveness “misleading in any particular”? It would
logically seem so.

The industry challengers may argue that the FDA should not
be able to circumvent the intent of Congress to Rrandfather these drugs
bg the use of anather provision of the 1938 Act. However, Section
502 was a part of the Act as passed in 1938; the grandfather clause
applied only to_the definition of “new drug” (Section 201 &p) (1)) .of
the 1938 Act. Therefore, Congress was interested in exempting exist-
Ing dru?s from the new “safe” requirement in the new arug" defini-
tion, but no mention was made of_exem%tlng the pre-1938 drugs from
the misbranding provision (Section 502)." What is seen here are8

&Sec.SCBSe) (36, 52 Stat. 1040 {1938). (L Secs. 502, 502(a), 52 Stat. 1040
(ngSES;)ecs. 301, '301(a), 52 Stat. 1040  (1938).
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two entirely independent sections of the Act. There is no reason to
assume (since there is no evidence for the basis of the assumption)
that Congress intended to grandfather drugs from the mlsbrandln%
provision. "1t is even more "unlikely that Congress would have suc
an intention since the mishranding provision” was in the 1906 Act
as well as in the 1938 Act, and the 1962 Amendments left the pro-
vision intact. The Act taken as a whole has the flavor of a strong
consumer protection statute in a highly technological and complex
sector of the economy. In the face of the explicit language of Section
502, an argument that Congress intended free-marketing of drugs
found to be “not effective” for the purposes for which they are labeled
and sold is tenuous. If the grandrather status is attacked in court,
it would be hard to predict the outcome. The_ technical nature of the
area and a possible appearance of “maneuvering” on the part of the
FDA may make the decision in court a difficult and complex one.

It should be pointed out here that manufacture of mishranded
drugs is a prohibited act under Section 301 which can bring criminal
prenaltles on executives of the drug companies under Section 303

he mishranding approach ends in quite different results, more severe
than those which result under the withdrawal of an NDA. The
criminal penalties are undoubtedly one reason industry may vigorously
oppose this alternative approach by the FDA.

(V) The Use of Summary Adjudication by the FDA

In the proposed rulemaking, the FDA presented its procedure
for removal of OTC drugs which do not meet the conditions as set
forth in the monograph:

“Qnce a monograph becomes a hinding substantive rule pursuant to subparagraph
(1) of this paragraph, an OTC drug_ falling within the category of drugs covered
by that monograph shall, prior to”its marketln% either comply with “all of the
conditions established in that monograph or. be the subject of an approved new-
drug,—appllcatlon. Any such dru? which fails to meet one or other of these two
conditions shall be in viglation of the act and shall be subject to summary court pro-
cedure for a determination of illegality.”% (Emphasis supplied.)

The summary court procedure referred to was of a type which
had. aIread%/ been Used in withdrawing prescription drug NDAs on the
basis of the NAS-NRC Studr. It IS quite interesting to note that
the final requlations did not state the summary court_ procedure would
be used: “%12) Regulatory action. Any product which fails to con-
form to an applicable monograph after its effective date is liable to
regulatory action.”%®

D37 F. R, 85, 88 (1972) B37F. R. 9464, 9475 (1972).
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A possible reason for removing the specification for summary
Hdgment may be that although the Procedur_e had been used with the
NAS-NRC Study, it was being challenged in court. If the FDA tied
itself down to the summary judgment procedure which might later
be found invalid in court review, the regulations would have to be
modified, again with the lengthy notice-and-comment Procedure. By
stating the regulatory action in such broad terms, the FDA has
avoided such an undesirable future event.

_ The summary judgment procedure has been challenged in an
Interesting series of cases. The decision on whether summary _*udgment
IS appropriate is one which requires almost as much scienti _|c_#udg-
ment as legal judgment. Since the question of whether the plaintitf re-
quires a hearing or instead can be moved against through summary
judgment is one which has such dire legal consequences, the courts have
not been able to back off as they did with the monographs (declar-
ing the monographs substantive and subject only to arbitrary and
capricious standard of review). In the summary judgment situation,
the courts find themselves inextricably drawn into a highly sig-
nificant_legal question whose answer depends to a great extént on
scientific judgments. The results of such an incongruous situation
are, as might be expected, very uneven.

The basic scenario for calling on the summary judgment proce-
dure for the NAS-NRC Study on prescription drugs is as follows.
The 1962 Amendments direct dlsapProvaI of new NDAs for drugs
which are not effective and withdrawal of old NDAs whose drugs were
later found to be not effective, if: “...there is a lack of substantial
evidence that the drug will have the effect it pug)orts or is repre-
sented to have under the conditions of use prescribed ...,"%

The all crucial words “substantial evidence” mean

“ .. evidence copsisting of adequate and well controlled investigations, including
clinical mvestl?anons by exPerts qualified by scientific training and experience. 0
evaluate the e fectlvene5f g the drug involved, on the basis of ‘which it cowd fairl
and responsibly be conclyded by such experts that the drug will have the effect
It purports or is represented to have under the conditions of use prescribed . .. ,"s
. Using the statutory language above, the FDA formulated regulations
which woulld particularize the types of data which would qualify for “sub-
stantial evidence” characterization. Basically the regulations require:
1) a statement of the objectives of the experiments;
2) description of the methods used to select various test and
control groups and procedures which would reduce any biases present;

% Sec. 102(c)(5), 76 Stat. 780 (1962). % Sec. 102(c), 76 Stat. 780 (1962).
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QS) description of methods to be used in recording- data;
selection of methods best suited to minimize bias;

, 44) description of control groups and why the control is
valid; and

(5 a summar& of results obtained including any suitable
statistical analyses.

_ With the characterization of “substantial evidence” now particu-
larized, the FDA can go to Section 102(c)(5) of the 1962 Amend-
ments and can withdraw NDAs on the basis of lack of “substantial
evidence” of effectiveness. However, under the NDA withdrawal
Rroqedure: “The ,secretar_Y shall, after due_notice and opportunity for
earing to the applicant, withdraw approval.”97 (Emphasis supplied.)

Thus, the FDA is directed b% the statute to. give the applicant a hear-
ing prior to withdrawal. The FDA has conceded that the hearlng
envisaged here is the formal, on-the-record type of Sections 556 an

557, APA.B The FDA had only two hearing examiners® and had
suffered through some seemlngl){ endless_hearings on vitamin-mineral
supplements and on peanut butter.10 The practical problem arose
from the fact that there were nearly 4,000 prescription drugs on the
market with effective NDAS that had to be examined by the NAS-NRC
Study. A sizeable number could be exPected to require withdrawal
actigns (70 percent of the claims were Tfound un,warrantedgl(n which
would logistically be impossible resulting in thwarting the 1962 Amend-
ments to the Act.

~The option of a summary&udgment procedure akin to that found
in Rule 56(c) of the Federal Rules of Civil Procedure (FRCP) was
considered.1® The requirement for the use of such procedure would
be, as in the FRCP, that there is “no genuine issue as to any material
fact.” At such an NDA hearing, it would be expected that the em-
battled manufacturer would submit any data that would give any
support to the possibility of “effectiveness” of its drug. In the past,
such “data” as testimonial letters of practitioners and even patients
had been received b%/ the FDA, but the Agency had promulgated
requlations stating the requirements for substantial evidence.18 If

03B F. R, 7251 1970) 29 Food Drug Cosmetic Law Journ

%:%\en%'ess 0&?1 )M5C§C?§gtk'er},0§8p(rlagg?)'lg 336101%%1&%2%’ Nllggpalcken, supra at 18

P n Id, at 1.
Marcus, Danjel, “The New FDA loa See note 96, supra.
Hearing Regulations—An Analysis,”
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no data could meet these standards, then there would be “no genuine
issue as to any material fact” and the FDA could move by summary
judgment to withdraw the NDAs for prescription drugs found not
effective by the NAS-NRC Study. The FDA proceeded in this direc-

tion, withdrew NDASs, which led to an interesting series of cases.

In Upjohn Co. v. Finch104 and in Pharmaceutical Manufacturers’
Association"v. Richardson, 15 the manufacturers attacked the NAS-NRC
Study and demanded a hearing to cross-examine the NAS-NRC ﬂanel.
The ‘manufacturers had submitted various types of data which the
FDA had stated did not meet the substantial evidence test as de-
manded in its regulations.106 There being no “substantial evidence”
of effectiveness, the FDA had moved via summary judgment to with-
draw the NDASs.

Both courts relied on Storer and FPC v. Texaco in finding the sum-
mary judgment procedure valid. In Storer, the Court had stated:
“We agree with the Contention of the Commission that a full hearing, such as
IS re\%ured by §309(b), n. 5, supra, would not be necessary on all such dpplications
... We do nof think "Congress _|nt%nd_ed the Commissior_to waste time on appli-
cations that do not 'state a valid basis for a hearing.”1V

The question was whether the FCC could refuse an application
for a television station license without a hearing when the ag)pl_lcable
rules stated that the applicants must have a hearing before denial of
an application.

In FPC v. Texaco, the Court stated:

“...the statutory requirement for a hearing under 87 does not preclude the
Commission from particularizing statutory ‘Standards through the rule making
Process and barring at the threshold those Who neither measure up to them nor show
easons why n the public interest the rule should be waived.

Both cases seem on Xoint as far as the procedures used by the FDA
are concerned. The FDA had, by rulemaking, particularized the stat-
utory standard109 and had barred at the threshold those who did not
measure up to this standard.

One unstated consequence of the summary judgment procedure is
that the manufacturer must bear the burderi of showing that there
IS.a “genuine issue as to any material fact.” His failure to do s
triggers and validates the summary judgment procedure.

_In Hynson, the Court specifically validated the FDA summary
judgment procedure:

10422 E. 2d 944 (CA-6 1970). 107Storer, supra, at 205.
6318 F. Su&;}). 361 (DC Del). 1970). ISEPC v, %gxaco, supra, at 39,
106 See note 96, supra. 100 See note %, supra.
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“What the agency [FDA] has said then, is that it will not provide a formal
hearing where it IS apparerit at the threshold that the aipplicant has not tendered
any eV|d?nc,e which on'its face meets the statutory standards as particularized by
the regulations.

“The propriety of such a %rocedure was decided in Unjted States v. Storer Broad-
castln? Co. ..~ There can be no guestign that to prevail at a hearing an applicant
must Turnish evidence stemming from “adequate and well-controlled investigations.”
We cannot impute to Congress the design of requmngi nor does due process de-
mand, a hearing when it appears conclusively from the applicant’s “pleadings”
that the application cannot succeed.” 10

Thus, the FDA’s summary judgment procedure seemed to be well
established. However, in Hynson, Hynson had arqued that its submis-
sion was sufficient to warrant a hearing. The Commissioner obviously
did not agree. However, the Court agreed with Hgnson_. The decision
as to the sufficiency of scientific data to meet the substantial evidence re-
quirement is scientific, not legal, in character. Thus, the court doffed its
udicial robes and donned the white laboratory coats to read the regu-
ations which establish “substantial evidence,” from whence they
made the scientific judgment. Although the Supreme Court has not
stated openly its reticence in making scientific decisions, other courts
have done so,1U1 and the Supreme Court has on other occasions de-
ferred to specific technical agency expertise. The difficulty appears
to be that a legal decision (summary judgment) lies upon a scientific
decision (whether there is a genuine Issue as to any scientific fact).
The scientific decision-making in Hynson led to a predictable result in
the next case to challenge the summary procedure, E. R. Squibh &
Sons, Inc. v. Weinberger}2 In Squibb, "the Court of Appeals for the
Third Circuit donned their white [aboratory coats and adjudged the
scientific data submitted by Squibb to be substantial evidence of the
efgectlvertless of the drug in question and vacated the FDA’s summary
judgment,

In the next challenge, Cooper Laboratories, Inc. v. Commissioner,
FDA,1iSthe Court of Appeals for the District of Columbia Circuit was
faced with the same type of question. However, wishing to avoid
delving into the specific scientific facts as the Hynson and Squibb courts
had dane, the Cooper Court searched Hynson ‘for general rules more
amenable to court decisions than specific Scientific facts. In attempting
to do so, the Court stated that the reviewing court must ascertain:

.. whether the Commissioner’s findings accurately reflect the study in question
and If they do, whether the deficiencies he finds concl,usweli1 render the study
Inadequate” or uncontrolled in light of the pertinent regulations.”1*

10Hynson, supra at 620-621. 113501 F. 2d 772 SCA DofC 1974).
111 See note 0, supra. 141d. at 777, n. 14,
1383 F. 20 1383 (CA-3 1973),
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Having made this valiant effort to abstain from technical and scientific
matters, the Court proceeded to determine whether or not two clinical
studies were only “partly-controlled” instead of “well-controlled.” To
do so effectively would require examining _Coo_?_er’s submissions in
light of the re?,ulatlons]_JS which requires, such scientific decisions as Proper
patient selection a53|?nment of subjects to minimize bias, etc. A
majority of the Court found the studies deficient, and the FDA’ sum-
mary judgment was affirmed. However, the_ma*o_rl_ty warned the
Agency that its criticism of Cooper's data was insutficient due to lack
of"explicitness. Jud?e Leventhal filed a dissent also criticizing the
FDA ‘for poor quality of work in finding Cooper’s data lacking" sub-
stantial evidence.

The cases since H){nson have disturbed several commentators as
well as the parties involved. The discomfort. | think, arises from the
obvious uneasiness and lack of confidence shown b?/ the courts when
they enter the scientific demsmn-makm? arena, [f the courts rel

completely on the FDA to make the scientific decision, then the courts’
decisions ‘on summary judglment, in effect, are made by the FDA.
This is not a desirable result for obvious reasons. If thé courts rely
on themselves to make the scientific decisions, the results are as in
Squibb and. Cooper, which show a lack of confidence and scientific
understanding.

~_Perhaps a solution to this problem ma%/ be found in a mechanism
similar to the FDA’s mono raroh approach; that is, the selection of
panel by the court composed of non-FDA scientists who can, by train-
Ing and experience, make scientific judgments. They then can rePort
back to the court concerning the scientific adequacy of the submitted
data in light of the FDA’s technical regulation requirements.

Challenges to the FDA’s summarydudgmen_t_procedures_ have
been made on other?rounds. In Hess & Clark, Division of Rhodia, Inc.
v. FDA, 116 the manufacturer arqued that the FDA had used a “new”
test procedure f(rao_lloactlve labeling of the drug in question and ex-
ammm? tissue for its presence by sophisticated instrumentation) and
had not notified Hess & Clark $o that it could present data against
the “new” procedure. Hess & Clark argued that it had not been given
ade_ciuate notice of the methodology and therefore not a fair oppor-
tunity to raise issues of fact. The ‘court agreed with Hess & Clark.
This decision appears to be a_stralglhtforward legal decision with few
problems in the purely scientific realm.

"" See note S0, supra. 1049 F. 2d 975 (CA DofC 1974).
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As far as the summary judgment procedure is concerned, there
are obvious problems presented to courts in terms specific, scientific
facts to be determined.” An acceﬁtable procedure needs to be designed
to accomplish this. However, the FDA's use of the summary judg-
ment procedure itself has, clearly been judicially approved.

(VI) The Impact of the Supreme Court Decisions of 1973

It would be inconceivable to discuss the OTC review procedures
and the summary judgment procedures without mentioning the im-
S)act of four Supreme Court cases that came down on the same day
une 18, 1973, and which had a profound effect on many aspects of
food and drug law, especially those aspects relating to “drugs. The
four cases are Hynson, Bentex, Ciba Corp. v. Weinberger, Secretary of
Health, Education and Welfare1lind USV'Pharmaceutical CorP. v. Wein-
berger, Secretary of Health, Education and Welfare.115 Reterences to
effects olf Bentex on specific aspects of tire OTC review were discussed
previously.

Several consequences of the decisions have indirect, if not direct,
effects on the OTC review.

First, in Hynson. Bentex and Ciba, the Court stated that the FDA
has primary jurisdiction to determine whether or not a drug is “new”
(requiring 'an NDAjor “not new” (GRASE). Consequential to this
Is that the FDA has “administrative finality” and court review will
be hased on the “arbltrarx and capricious” standard. Thus FDA rules
(and the OTC monographs) have substantive effect.

~Second, in Ciba, the Court stated that Plamtlffs could Iltlgate this
Issue onIy_t’hrough the FDA, then the courts. If the manufacturer did
not enter into administrative litigation with the FDA over the “new
drug” issue, it would be foreclosed from doing so in any court.

_Third, in Hynson,19 the FDA’s summary judgment procedure
with its “substantial evidence” standard particularized by regulations
was found “appropriate” by the Court. The Court even published the
regulations ﬁartlcularlzm% “substantial evidence” as an “Appendix to
Opinion of the Court.” Thus, the FDA’s requirements for data which
can be considered in determining “substantial evidence” has been published
in a Supreme Court opinion. This deletes much “data” previously
used, especially testimonial letters of physicians, etc.

17412 U.S. 640 (1973). W Hynson, supra.
18412 U.S. 655 (1973
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Fourth, the grandfather clauses were restricted to apply onllj to
drugs which had never been subéect to an NDA in Hynson and USV.
In Bentex, the FDA was stated to have primary jurisdiction over
determining grandfather status of a drug. This removes a number of
OTC drugs from possible “grandfather” status.

Fifth, in USV, the Court stated that when an NDA was with-
drawn, all similar drugs or “me-too's” would also be withdrawn with
it. Thus, the FDA can move against one drug manufactured by sev-
eral companies in one action.

_Sixth, in Bentex, the OTC procedure was approvingly described
in dictum.

_In general, the most consistent theme of these decisions is the
?lvmg of more direct decision-making authority to the FDA in the
technical, scientific arena; hence, the Court’s statement that primary
jurisdiction summarY judgment and administrative finality reside in
the FDA. The Court’s reasoning here appeared to be that courts and
%g%esddo not have the expertise in difficult chemical issues while the

0€S.

The (f]randfather clause limitation expresses the Court’s apparent
reading of the Act as having a strong consumer protection purpose.

The “me-too” drug decision and the approving, description of the
OTC procedures appear to take into account the ‘intent of Congress
to have meaningful standards of safety and effectiveness for drugs
and the FDA’s limited resources to perform this function.

The four cases in balance are very supgortive of FDA’s proce-
dures for achieving the tasks set out for'it by Congress.

Conclusion

The FDA, faced with the task of reviewing up to 500,000 OTC
drugs for effectiveness and removal from the market of those which
are “not effective,” has, through_innovation in_administrative law,
developed a procedure to accomplish this task using limited, resources.
The courts, recognizing the intent of Congress in establishing expert
administrative a?enme_s, have accorded the FDA substantial authority
In scientific and technical aspects of this OTC review but retained to
themselves legal authority. Although some issues have not yet re-
ceived final court decisions, the basic procedures have received court
approvals reaching, in some cases, to the Supreme Court.  [The End]
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~ Public Participation
In Toxicology Decisions

By PETER BARTON HUTT

Mr. Huft Is a Partner in the Law Firm of Covington & Burling.

7n, A PAPER on “Safety Regulation in the Real World,” delivered

in 1973 at the First Academy Forum sponsored by the National
Academy of Sciences, | identified the following five obstacles to reasoned
scientific decision-making on safety issues :

(1) The scientific data base is seldom adequate to make a
definitive safety judgment on any substance.

(2) Even when substantial safety data are available on a
particular substance, there is seldom Scientific agreement on the
meaning or significance of that information.

(3) Even assuming that an adequate base of scientific data
were available, together with scientific agreement on the meaning
and sllpnlflcance of the data, there appears to be no public or
scientific consensus today on the risk or on the uncertainty accept-
able to justify the markéting of any substance for public use.

(4) There is enormous and continuing public pressure for
governmental agencies to resolve whatever may be the latest
current safety issue promptly and decisively.

(5) Regardless of the outcome of the decision, those who dis-
agree with it will continue to pursue the matter through all avail-
able channels, while those who a?ree with it will inevitably re-
main silent, preparing themselves for the next issue.

| predicted, in that Paper, that these obstacles would not change dramat-
ically in the near future. Certainly, the events of the intervening four
years have sustained that prediction.

| also identified three procedural mechanisms as the only realistic
ways to surmount these obstacles :
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(1) Governmental agencies must be opened up to assure pub-
loic access to and participation in all decisions, including safety
ecisions.

(2) Advisory committees of outside independent experts must
be used by governmental agencies to broaden the base of their
decisions 0n safety issues.

(3) Governmental agencies must provide full and careful artic-

ulation of the background and reasons for their safety decisions.

The United States Food and Drug Administration (F_DA)y has made
considerable progress in this direction, but much still remains to be done.

In this paper, | shall beﬁln where | left off in that 1973 Paper. In
particular, I shall focus on the future |mP_Iementat|on of the three pro-
cedural mechanisms | identified as essential to assure that toxicological
evaluation and decision-making proceeds on a rational scientific basis.

My thesis is that hoth the procedural structure and the substan-
tive prmmpl_es that ?overn the toxicological evaluation of any sub-
stance that is subject to requlatory control by a gzove_rnment agency
must lie spelled out in writfen rules, subjected to the intense scrutiny
of loubllc comment, exposed to rigorous review in the courts, and then
followed by the government in the same way that it must adhere to
any other written rule. Indeed, it is my belief that the failure of Pov-
ernment agencies to pursue this approach has been responsible in farge
part for the continuing J)ubllc controversy apout the safety of many
substances that are widely used today, ‘and for the lack™ of public
acceptance of many recent toxicology decisions.

. This thesis_has been uniformly unpopular with scientists, both
inside and_outside the government, whenever | have advanced it in
the past. There appears to be a mystic belief that the science of toxi-
cology is reaIlY a black art, known ‘only to those who Bractlce it, and
that “mere written words are mcagable of reflecting its obscure subtleties
and permutations. Skeptics, on the other hand, question whether this
Prpfes_sed distaste for rules reflects a lack of true scientific rigor in
this field or, even worse, a simple parochial desire to fence out an
increasingly inquisitive public.

| shall not attempt to resolve that debate in this paper, because
It is not central to the thesis | am advancing. Suffice it to say that,
regardless of the limitations of what we now" know about the Science
of toxicology, or the motives of those who would restrain Publlc par-
ticipation 1n toxicolo Y decisions, the force of current events is carry-
ing all of us inexorably toward a degree of openness in government.
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and public intervention in toxigolog)A,_ that has not previously been
imagined. It is that process with which | shall deal in the remain-
der of this paper.

|

Many scigntists believe that the increasing concern about toxi-
cology by legislators, government agencies, and, indeed, the public at
Iar%e, can be traced to the fears generated by a few maverick malcon-
tents who are intent on destroying public confidence in the safety of
our modern technology and in the competence of toxicologists to
protect us from serious hazards. | see little or no evidence to sup-
port that belief.

Instead, it is the verﬁ enormity and complexity of our modern
technology itself that has allowed these concerns to develop and multiply.
Our genius, for discovery and invention—indeed, the very success of
our scientific enterprise—has brough_t upon itself the public concerns
and demands that we see reflected in daily proposals for still more
stringent and effective re%ulatlon_to_ prevent consumer hazards. And
although it is no comfort to you, it is a very simple matter to Predlgt
that these public concerns will continue to increase in the future in
direct proportion to the continued success of science and t_echnologly;
The current ﬂubll_c intervention in basic research on recombinant DNA
molecules—the first governmental control over basic research of any
kind—merely foreshadows far greater future regulation of other bio-
hazards in the laboratory.

Investigative reporters and consumer advocates do not invent
these concerns and problems. T_he}/ may capitalize on them, and they
often. may serve as a catalyst in focusing public attention on them.
But if the problems themsélves were nof real and did not exist, they
could not be uncovered and exploited.

| therefore urge that we not waste time beratm% consumer cham-
pions, or asking who elected them to represent the public. These
simply are inadequate responses to a public that is truly fearful of
toxic “substances In the environment, in the workplace, and even in
consumer products. We must, instead, realize that these problems
raise real issues, not imagined or false issues, and deal with them on
their scientific merits.

Mack Schmidt, the former Commissioner of Food and Drugs, was
fond of saying that there is no such th_lng as a dumb question, but
there are lots of dumb answers. If the field of toxicology had a sound
answer for every safety question raised, those questions would soon
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disappear. But the real problem, as we all know, is that toxicology
does not presently provide sound answers to many of the safety ques-
tions that are now Deing asked.

Nor will it help, when adequate answers are unavailable, to ignore
the issues and hope they will go away. We must begin to cope even
with those safety issues that seem the most insoluble.

Too few people realize that, in a government regulatory agency,
every conclusion to delay action is, in reality, a very decisive act
itself, resulting in very important consequences. A conclusion by a
toxmologlst to require additional testing before a Product may " be
marketed, or before a product will be removed from the market, ‘is in
fact a decision that the product will not be made available to the pub-
lic, or will continue to be made available to the public, in the interim.
Even a failure to confront an issue at all, or a conclusion that a deci-
sion should be postponed indefinitely for further deliberation, is a
very conscious and deliberate act having predictable consegences both for
the requlated industry and for the public. There is no such thing as
a requlatory vacuum. Therefore, it is not surprising that the public
is beginning to be aware of, and to take far greater interest in, the
technical decisions that have heretofore heen the private province of
toxicologists and other scientists.

As this public concern is translated into action by both legislatures
and government agencies to assure the safety of the substances and
Products made available to the public, it is increasingly important
hat the resulting toxicology decisions be made on the basis of clearly
enunciated rules, rather than ad hoc Ludgme_nt. These rules must, 'l
submit, encompass both the procedures by which toxicology decisions
are ma_(tje,lfan the substantive principles that will determine the de-
cision itself.

It is important to distinguish clearly between the two types of
rules involved.

The first are procedural rules to structure the decision-making
process on _toxwolo? issues. These types of rules tell you what kings
of applications to file and where, how the %overnment_ a?en_cv will
process them, how the various segments of the RUb“C—InC uding- in-
dustry, consumers, professional groups, and others—can participate,
and other details, about the process that will be followed in arriving
at toxicology decisions.
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_Rules of the second type are substantive prmmPIes to guide the
toxicology decision within' that structure. These rules tell you what
kind of animal tests to run, specify the protocols, and in genéral relate
the important toxicology principles that will be used by the govern-
metnt ?gency in determining whether a substance or product is or is
not safe.

In both of these two areas—procedural and substantive—govern-
ment agencies are presently going about their business daily, some-
times on a systematic but"more often on an ad hoc basis. Toxicology
decisions must be made, after all regardle_ss of the lack of guiding
principles. Indeed, procedural and substantive requirements are con-
stantly evolving in every government agency, even though they are
seldcl)ng_wrltten down, much less codified in"published guidelings or
regulations.

_In the future, we have only two choices. We may allow these re-
quirements to continue to evolve as a government agency concludes
aRproprlate in its sole discretion, with perhaps an occasional court
challenge of an isolated decision in the context of a particular sub-
stance :or we can demand that these requirements be written down
and followed. There is, | submit no third alternative. And between
these two alternatives, | believe that we have only one realistic choice.

m

_The hest examples of the need for written procedural rules gov-
erning toxmologiy ecisions stem from the four major safety review
programs undertaken by the FDA in the past ten years:

(1) The review of the effectiveness of all drugs marketed
Bursua_nt to a new drug aEpI_lcatlon between 1938 and” 1962, which
Regan m) 1966 (the Drug Efficacy Study Implementation, or DESI,

eview).

(2) The review of the safety of all food in?redients included
on the list published by the FDA in the late 1950 of food
ingredients that are generally recognized as safe (GRAS), which
began in 1969 (the GRAS List Review).

(3) The review of the safety and effectiveness of all marketed
nonprescription drugs, which began in 1972 (the OTC Drug Review).

_(4) The review of the safety and effectiveness of all bio-
|0?IC&| drugs licensed by the Public Health Service for marketing
between 1902 and 1972, which began in 1972 (the Biologies Review).
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Lest anyone misinterpret the remarks that follow, | must remind you
that | served as legal counsel for the Agency for four years d_urm%
1971 through 1975, and thus | am at least as responsible as, and indee
pe_hhaaps more responsible than, anyone else for the deficiencies that |
will discuss.

‘The first portion of the DESI Review was undertaken by the
National Aca em?/ of Sciences under contract with the FDA. No
written procedural rules whatever were established for th_e,Academ%/
portion of this review, largely because there was no provision what-
ever for |_ndu_str%, consumer, professional society, or even governmental,
participation in the process.

When the Academy reports were delivered to the FDA in 1968,
there was no written procedure for their implementation by the Agenc?/.
As a result, enormous controversy and litigation ensuéd. The only
procedural requirements ?overnmg the review were incorporated in a
court order that resulted from one Plece of litigation and in the four
Sulpreme Court decisions that settled many of the legal issues in-
volved. To this day, the only truly comprehensive description of the
entire DESI Review exists in the briefs filed by the Solicitor General
in those Supreme Court cases.

_The GRAS List Review has proceeded on a somewhat similar
basis. No procedural regulation was promulg_a_ted when it was first
announced, and thus the procedure actually utilized for its implemen-
tation has been slowly evolving as the Review itself has progressed.
Major changes have occurred well after the program began, such as
the release of tentative safety evaluation reports and the use of pub-
lic hearln?s. Some aspects of this evolving procedure have heen the
subject of published notices but, to this day, there is no comprehen-
sive procedural regulation governing this program and indeed no co-
herent statement anywhere of its entire scope, purpose, and process.

In contrast, the FDA did issue comprehensive proposed proce-
dural _re[qul_atlons before undertaking hoth the OTC Drug Review an
the Biologies Review, carefully considered all of the comments re-
ceived from the public, and thén promulgated final regulations gov-
ernm_? all procedural aspects of these Reviews. Although some s_hPht
modifications of these procedures have been promulgated in the inter-
vening years, these changes have been relatively insignificant and the
reviews have proceeded In accordance with the original regulations
without any major controversy about the t%pe of procedure emploxed.
This remarkable achievement™has largely heen due to the fact that,
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because published procedures were utilized, all of the issues about
the purpose, scope, and mechanism of the review had to be care-
fully thou%ht through at the beginning, rather than allowed to evolve
at a later date as the review pro?ressed. AIthourqh the advance plan-
ning forced by consideration of these procedural regulations did not,
andcould not, avoid all controversy about these ambitious Review
Program_s, they clearly avoided many of the pitfalls encountered in
he earlier DESI and GRAS List Reviews, and assured that all in-
terested members of the public would understand how and when they
would be permitted to participate.

The FDA has just announced a new cyclic review of the safety
of food additives that have previously been” approved for marketin
subsequent to the enactment of the Food Additives, Amendment o
1958. ‘Although the precise mechanism_for this review has not yet
been announced, the Commissioner of Food and Drugs has publicly
stated that a comprehensive procedural regulation will"be promulgated
to govern the Agency’s conduct of this review. | believe this will sub-
stantially enhance the success of this very difficult program,

Of course, the specific provisions of the procedures qov_ermng
these reviews are also of major importance in determining their suc-
cess. The major innovation of the DESI Review was_the strong reli-
ance upon outside independent advisory committees. This innovation,
which was quite successful in obtaining public acceptance of the re-
sults, has been followed in each of the subsequent reviews. | hope
it will also he incorporated in the new cyclic review of food additives.
| have pointed out on numerous prior occasions my belief that use of
independent experts from outside the government is perhaps the most
effective and efficient step that can be taken by a government agency
to enhance the scientific capability of the agency and increase the
credibility of the ultimate decisions in all segments of the public.

. Access and partlmgatlon by the lay public_is, however, equally
important. In the OTC Drug and Bidlogies Reviews, a consumer
liaison representative and an industry liaison representative were in-
cluded in the advisory committee process for the first time. Their
thoughtful participation has not only added new dimensions to the
decisions, but the mere fact of their direct participation in the entire
decision-making process has added greatly to the mt,equt?/ of these
programs. Even the recent requirement t0 open up virtually all ad-
visory committee discussions to public view has not dampened the
free and open discussion of the important issues that these committees
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are considering. In a very real wa¥_, it has been shown, in committee
after committee, that the’ democratic process can readily be made to
work in the area of toxicology decision-making.

v

- Published procedures for public participation in toxicology deci-
sions is, however, only the first step. There is an equally pressing
need for written substantive rules governing the toxicological evalua-
tion of substances and products. [ suspect that manly scientists who
would be stronP advocates for written procedural rules will nonethe-
less be very reluctant to embrace written substantive rules that will,
if the?/ are effective, directly impinge upon the freedom and flexibility
of a %xmtologlst in evaluating the safety of any particular substance
or product.

It is important to understand, at the outset, that there are two
quite different ways of adopting substantive rules of this type, and
that each has a quite different legal effect.

Substantive rules governing toxmolog%{ decisions could be adopted
by the government inthe form of regulations, which have the force
and effect of law. The United States relgulatlons in the Federal Regis-
ter can be either very rigid or very flexible, depenqu on how they are
written. Many regulations are stated only in general terms, or include
exceptions, of allow variances for good reason. Thus, if regulations
were adoloted to govern toxmolo_g%/ decisions, there is no reason why
they could not, where aﬁproprl_ae be written to permit whatever
flexibility is justified for the partlpu|ar scientific decision involved. In
short, there Is nothing inherent in the nature of a regulation which
precludes the exercise of whatever scientific judgment”is justified by
a particular situation.

Substantive rules governing toxicology decisions could also he
adopted by the government in"the form "of quidelines, rather than
requlations. A guideline states recommendations but not requirements.
Those recommendations constitute an acceptable waP/ of doing somethlnlg
but not the only way. Under the new procedural regulations _recent_K
Promulga_ted bP, the FDA, all guidelings are required to be filed wit
he Hedring Clerk and may be changed only with public notice, but
theY_ are not promulgated ‘in the same formal way as a regulation.
Until changed, they bind the Agency and, therefore, one can rely upon
them with “confidence.
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~ Many scientists do not realize that, in the past, the FDA has
issued some regulations, and a far greater number of quidelines,
specifically adopting substantive rules with respect to toxmolo%y de-
cisions. A regulation promulgated many years ago adopted 100:1 as
the usual safety factor in setting a tolerance for a food additive on
the basis of animal toxicity data. A recent regulation has established
in minute detail the type of testing to be required for determining
approval of a new animal drug which is shown to be a carcinogen in
test animals. The proposed %pod laboratory practice regulations will
similarly determine the acceptability of animal toxicity studies.

~ Existing FDA quidelines on toxicology are too numerous to men-
tion. The Agency has |ssued.accepltab|e protocols for everything from
animal toxicity testing, to animal field trials, to human clinical trials.

| do not underestimate the difficulty of codifying the rules b
which toxmolqgl_cal evaluation is to be undertaken. But the very dif-
ficulty of codifying these rules underscores how essential it is that
this task be undertaken.

Toxicologists in every government agency are, every day of the
year, making toxicology decisions that they believe reflect the scien-
tific policy of their branch, division, agency, department, and govern-
ment. If they are in fact applying consistent rules, then those rules
obviously can be put in writing. “And if they are not_a(?pl¥|ng con-
sistent rules, that situation must be exgosed and remedied. The alter-
native is to risk quite dififerent rules by each individual toxicologist
or government agencY, a lack of any knowledge by the requlated
industry of the toxico o?y re?.uwements to be imposed, and a result-
|Hg distrust and loss o idence by the public, legislatures, and
the courts.

~The importance of clear and consistent rules is nowhere more
important than in the very emotional area of animal testing for car-
cinogenicity. In the United States there are at least five regulatory
agencies with specific legislative mandates that require frequent toxi-
cology decisions as to whether a specific substance or product is a
carcinogen—the FDA, the Environmental Protection Agency, the
Occupational Safety and Health Administration, the United States
Department of Agriculture, and the Consumer Product Safety Com-
mission. We simply cannot have five different animal carcmogemcny
testing policies, one for each of these a_?enmes, any more than we
could tolerate different policies within different bureaus or divisions
or branches of those individual agencies. Either benign tumors must
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be counted the same as malignant tumors, or not. Either invasion or
metastasis is required for a tumor to be classified as malignant, or not.
sound public policy cannot tolerate inconsistent rules on these impor-
tant toxicology issues.

~The importance of clear and consistent rules on toxicology deci-
sion-making will be brought into even sharper focus as the new in vitro
short-term carcinogenicity predictive tests mature, are validated, and
come into widespread acceptance and use. The regulatory issues that
these tests pose are of enormous importance. If a marketed substance
is negative in a battery of these tests, will it still be necessary to
conduct a traditional animal carcinogenicity study on it? If a mar-
keted substance turns up positive in this battery of tests, must it im-
mediately be removed from the market, or may it sta;/ on the market
pendln? a traditional animal carcinogenicity study? Indeed, what
type of traditional animal carcinogenicity study, using how many
test animals, will be required to overcome a positive result from a
battery of in vitro tests? If a not-yet marketed substance turns up
positive in a battery of in vitro tests, is there anﬁ type of animal or other
testing that could ever be done to overcome the presumption of car-
cinogenicity and permit its subsequent marketing? The answers to
these representative questions, and many more, are wholly uncertain
at this time. But it is obvious that they must be faced in the relatively
near future and that clear government-wide rules must be established
to govern these situations.

~Of course, some judgment—and often a great deal of judgment—
will in many instances be involved in any final toxicology decision.
No set of rules, however detailed, could be devised to cover every
situation. All that should be reguwed is that the judgmental factors
in the decision be identified, ana the rationale for the judgment ex-
plained in a written statement documenting the decision. That is
surely not too much to expect. Our vocabularr is sufficiently flexible
to permit these judgmental matters to be fully articulated. Having
gone through a clearly defined evaluation procedure, and after apply-
Ing written toxicology rules, this should not be a difficult job.

| have always found it unusual that most regulatorr_statutes do
not require the government agency to summarize or explain any toxi-
cology decision ‘unless it is subsequently challenged through legal
proceedings. Food additives, color additives, new drugs, and medical
devices may all be approved as safe in the United States without one
word of explanation.  Indeed, it is a paradox that the Freedom of
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Information regulations promulgated by the FDA now require a
written summary of the basis for safety decisions for new drugs only
where the raw safety data cannot be released. Since the raw safety
data can be released on food additives and color additives, no summary
of the basis for a safety decision is ever required for approval of these
substances. Needless to say, few people, If any, have ever sat down
to read the raw safety data underlying approval of a food additive or
a color additive.

If the public is to be expected to accept toxicology decisions by
gov_ernmen_tal agencies, those decisions must be exBIalned in written
ecisions, in terminology that can be understood by a non-scientist.
In this respect, the GRAS List Review, the OTC Drug Review, and
the Biologies Review have all represented a major step forward in
communicating the rationale for toxicology decisions to the public
through detailed written statements.

Vv

The approaches advocated in this paper will not guarantee that
all toxicology decisions will be correct, or noncontroversial, or ac-
cepted by those who have advocated a result different from the one
that emerges. But I firmly believe they represent a substantial im-
provement in the development of public policy and afford the best
available hope, at this time, of enhancing hoth the substance of these
decisions and their credibility to the public at large. We will never
have a perfect process, but we should never fail to pursue any im-
provement that will bring us nearer that objective. [The End]
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The OTC Review
and the Standardization
of Symptom Nomenclature
In Labeling

By FRANK P. DI PRIAAA

Mr. DiPrima Is Staff Vice President of the Schering-Plough Corpo-
ration.

r ANY STAGE in the developing and marketing of a nonprescrip-
tion drug, the most important question to the manufacturer is:
What conditions can | claim my product relieves? In the over-the-

ounter (OTC) field, for many years, the regulatory process has largely
revolved around this question. And it should.

The OTC Review must necessarily address this question for every
category it reviews. It has be%un to 'do so, however, in a way that
was anticipated only vaguely, if at all, in the Review’s early stages.
| refer to the apé)arent effort by the Food and Drug Administration
(FDA) and the OTC Review Panels to prescribe the exact words that
may be used to describe a product’s conditions of use. Let me try first
to review the history of this effort, then suggest why I think it is

counterproductive, and finally propose some better ways to accomplish
the desired result.

History of Labeling Regulations
First some history. The final regulation on general conditions for
marketing all 0TCs, published in the Federal Register of November 12
1973,1 indicates that the “statement of identity™ shall be the term or
phrase used in the aPpllcabIe mono%raph. Let’s trace the process through
the first few series of monographs that have been issued to date in some

1Codified at 21 CFR 330.1 (c).
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phase. All three antacid monogrths. (“Proposed,” “Tentative Final”
and “Final”) required that the Ia.elln%“represents or su%gests" the
product as an “antacid” to alleviate the symptoms of “heartburn,”
‘sour stomach” or “acid indigestion.”2

The two accompanying antiflatulent monographs used similar
Ian?uage—“represents or suggests” the product as an “antiflatulent” to
“alleviate or relieve the symptoms of gas.” So far so good—“represents
or suggests” appeared to permit synonyms or other phrases of reason-
ably similar import. But an early hint of what was to come was Para-
graph 79 of the Preamble to the final antacid and antiflatulent mono-
9raphs published in the Federal Register of June 4, 1974. Paragraph
9 referred to a comment submitted In response to the earlier publica-
tions, to the effect that the monograph appeared to permit use of
commonly existing descriptive terms, and stated: “The monograph
allows only the use of the word ‘antiflatulent’ or the statement ‘to
alleviate the symptoms of gas’. Those are the only terms that can be
properly used for OTC antiflatulent drugs.” New words were bemg
prescribed, to the exclusion of all other words. Paragraph 79 appeare
to extend beyond statements of identity, to_encompass all labeling.
Then, in the Federal Re_glster of March 13, 1975, the FDA amended the
monographs for antacids and antiflatulents by striking the words
“represents or su(?gests” and substituting the word “identity.” The
publication stated: “The Commissioner concluded .. .that allowing
each manufacturer to select words to be used would result in con-
tinued consumer confusion and deception.”

~ Thus, with “represents or suggests” out, the label now had to
identify the product by the exact words.

The Antimicrobial | Proposed Monograph, published in the Fed-
eral Register of September 13, 1974, also prescribed exact quoted phrases,
though it allowed a wider choice within each of several subcategories.

The Laxative Proposed Monogragh, published on March 21, 1975,
was the most word conscious of all. Certain commonly used and easil
understood terms, such as “irregularity,” were sp_emflcallg found of-
fensive and were proposed to be outlawed. Section 334.50 specified
that “the labeling shall identify the product as a ‘faxative’ for ‘short-
term relief of constipation’.” Thus, the language of the Antacid amend-
ment of the previous week (“shall identify”) was picked up. The Section

sSee Federal Registers of April §
%8%31 November 12, 1973, and June 4,
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went further and specified that the Panel's definitions of laxative
s_ubcate?orles must also appear—such terms as “hyperosmotic laxa-
tive,” “lubricant laxative” and “laxative stool softener.”

The Proposed Monographs on Sedative/Sleep Aid Products3 and
CokI/Cou%h Products4 take much the same approach, and future
monographs can be expected to follow the same pattern.

Effect of FDA Legislation

Where does all this lead? There are many unanswered questions.
|s the purpose of the Ian?uage in the antacid and laxative monographs to
limit symptom nomenclature only on the statement of identity or does
it extend to other places and uses on the label? To what extent would
the attempt by the FDA to legislate words and han synonymous
phrases on labeling apply to advertising as well?

Federal Trade Commission SFTC) staff is currently enFaged in
a curious “me too” effort to apply the same per se rule to language
used in advertising. A pr0ﬁosed rade Regulation Rule (TRR),5 and
the staff’s interpretation thereof,6 is the subject of a w%orous contest
at hearings which continue as this is written. It may Dbe three years
before the appellate processes ﬁroduce a final result. The issues pecu-
liar to the TRR proceeding have been thoroughly briefed on the
wbllc record, and | have made no attempts to discuss them here.

hat is pertinent here is that the FTC staff’s interpretation is bot-
tomed on the premise that the FDA's attempt to prescribe words in
labeling is Iar%ely valid and a good idea. The FDA’s move toward
standardizing language describing symptoms and claims would thus
be extended to all communications about nonprescription drugs.

Why is all this such a bad idea?

First, it would outlaw legitimate and needed efforts by manufacturers
to explain the uses of their products in waySthat will"be understood
by consumers. Both labeling and advertising play a significant role
in this regard. If these communications media contain only boiler-
plate language, no one will pay much attention.

Second, the Panels are not experts in mass communications. Per-
fectly proper textbook words, such as “hyperosmotic,” mean nothing
to laymen. Industry is better equipped to communicate product uses,

840 F. R. 57292 (Dec. 8, 1975).  ftising,” sp_eech,given at Food and DrT(g
441 F. R. 38312 ESept. 9, 19761. Law™ Institute’s Human Drur]J_ Work-
540 F. R. 52631 (Nov. 11, 1975),  shop. December 3, 1975, published at

OHerzog, Richard B, “The FTC’s 3l Food Drug Cosmetic Law J I
Proposed Rule on OTC Drug Adver- 147 (March 1976 o o™
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and the FDA has its remedies and should exercise them if the com-
pany makes misleading or unsupported claims.

Third, the effect on the English Iangua?e will be appalling. Edwin
Newman, the most popular living critic of English usag_e, made the
following statement, recorded in the published proceedings of the
Proprietary Association’s 1975 Annual Meeting:

“Somebody told me last niqht that one thing your business_is up against is that
you may not be able to call cough syrup or cough medicine_‘cough syrup’ or
cou?h medicine’ anymore, You may be required t0 call it an ‘antitussive a?ent.
Well that's the kind of thing that' is happening and it seems to me that the
consequences of not referring” to a cough'as a cough are very, verY serious. It
is like callmg .....murder ‘and assault ‘escalated “interpersonal altercation.’” It
doesn’t advarice matter's. It leads to retrogression in my opinion.”

| am not sure that the Proposed Cold/Cough Monograph, as sub-
sequently issued, would require the word “antitussive™ and ban the
word “cough,”7 but is it any better to ban the word “antigas” and

require “antiflatulent”?

Fourth, this is a highly significant restraint, and in a free society
anY governmentally imposed restraint should be made cautiously, and
only when there is countervailing social value. What social value is
there in banning “constipation remedy” but permitting “short-term
relief of constipation”?

~Fifth, the calls for data to the Panels did not include requests for
lists of specific phrases, nor support for them, and consequently little or
none were provided. Although the Panels had labeling samples be-
fore them, anyone asserting that the Panels combed the labeling for
specific words would be en%aglng in a psychedelic fantasy. If the calls
for data had asked for such phrases, prudent manufacturers with an
eye to the future would have had to send in every combination of
words their people and computers could possibly think of.

Sixth, this is a wasteful way to use scientific talent.

Seventh, the effort to legislate wording of claims lacks legal validity.
Let’s examine the conceivable legal underpinnings for a moment,

Legal Qualifications of Labeling Regulations

~ The Fair Packaging and Labeling Act, at 15 USCA 1453 (a), re-
quires that the item bear a label specifying the identity of the com-
modity. Section 502 (e) of the Federal Food, Drug, and Cosmetic Act

MI F. R. 38312—38424, at 38421 ESec.
341,50 ga) %161)) and 38419 (Sec. 3413)
(Sept. 9,71976).
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requires that the label bear the established name, and if there is none,
the common or usual name. As aEE(hed to nonprescription drugs, these
requirements are codified at 21 CFR 201.61, and the regulation requires
a “statement of identity” on theé)rlnmpaj display panel and cites both
acts as its authority. Section 508 authorizes the Secretary to establish
official names for drug substances.

But none of this authorizes codification of the exact words used
to describe modes of action and symptoms to be relieved.

To the contrary, there is Section 502 (c) of the Federal Food,
Drug, and Cosmetic Act, which requires that any information be in
such terms as to render it likely to be read and understood under
ordinary conditions of purchase and use. Flyperosmotic ? Stool Soft-
ener? Antiflatulent?

~Nothing in any of these sections evidences any Congressional
intent to ?r.ant the FDA the authority to legislate the exact wording
of OTC claims. The statutory admonition to use terms ea5|l?/ under-
stood by consumers evidences the contrary, and, if manufacturers
used some of the prescribed terms, they may well be in violation of
Section 502(c).

If the intent as expressed in Paragraph 79 and in the preamble
to the March 13, 1975 antacid amendment is to limit all labeling, not
just statements of identity, to specific words expressm? symptom
nomenclature, then the action is beyond any color of legal authority.
The only conceivable enabllnF section is Section 502 (a), which renders
a drug misbranded if its labefing is false and misleading in any particular,
and, even more remotely. Section 502 (f), requn_ln% adequate directions
for use. Would any court hold that a product is falsely and mislead-
ingly labeled if it says “provides temporary constipation relief,” but
is fine if labeled “for short-term relief of constipation”? We must
assume that Congress meant what it said when it said “false and mis-
leading.” This is clearly outside the intent of the Act, and therefore
has no legal validity.

~Nor does it help to cite cases vesting the FDA with authority to
issue binding legislative regulations under Section 701 (a). Legisla-
tive regulations are subject to premselP( the same judicial review as is
a statute, and besides ther are only valid if within the scope of author-
ity the Congress has delegated. Legislative regulations are subject
to attack, just as a statute would be, as arbitrary, capricious and un-
reasonable under both the Administrative Procedure Act, at 5
USCA 706 (2) (A), and Fifth Amendment substantive due process.
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They are subject to review on other Constitutional %;r_ounds as well,
including First Amendment free speech. Let’s apply this.

As | have arqued, the requlations requiring specific words
and banning all other truthful synonymous phrases is beyond
the scope of the enabling statute, and any substantive rulemaking
authority cannot cure this.

CIf it is not “arbitrary and capricious” to permit “short-term
relief of constipation” and to ban “constipation remedy,” I'd like
to know what is.

Now that First Amendment guarantees have been extended to
commercial speech,8the FDA is on tenuous Constitutional ground
if it tries prospectively to ban truthful, undeceptive claims. Of
scp_e_ual importance is Virginia State Board of Pharmacy v. Virginia

itizens Council,9 in which the U. S. Supreme Court voided a state
statute prohibiting pharmacists from advertising retail prices of
prescription drugs. The Court made one clear limitation—its oft-
discussed Footnote 24, which indicates deceptive commercial speech
IS not protected.

In Beneficial Corporation v. Federal Trade Commission,10 the
Third Circuit applied Virginia State Board to reverse and remand a
Commission cease and desist order. The Court held that the FTC
could not ban Beneficial from all future use of the challenged
phrase “Instant Tax Refund”, even thou?_h.the Court found the
p[hrase misleading in the context of Beneficial’s past advertising.

he Commission was directed to issue a cease and desist order
that “goes no further than is necessary for the elimination of the
restraint”. As this is written, the Commission’s petition for cer-
tiorari is pending.

The test is and should be deceptiveness. An attempt to ban
all truthful phrases which are the substantial equwalents of ap-
proved claims is the most sweeping conceivable case of prior
censorship in the commercial sphere.

Conclusion

~ The FDA and the Panels nonetheless have a legitimate concern
in wanting to prevent the use of certain terms they regard as mis-

(1§%?eloiv v. Virginia, % S. Ct. 2222 in]JDslse,m EommeBEs ‘p&dthes_e.case%

: rimd, Frank P., “Advertising 0
96 S, Ct. 1817 (1076). OTC Drugs and the Proiposed TRR™on
101976-2 Trade Cases. Warnings,” 32 F

od Cosmeti
Law Journal 96 (clj\/l arc%?&?).osme ¢
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leading. Let me suugest the foIIowin% approach as an alternative to
saying “these words may be used to the exclusion of all others.”

~ The process should be turned around. Specific terms the panel
finds offensive may beJ)r_oposed to be banned. This should be a
continuing process, and if any offensive term not contemplated
when the monographs were written is later used, the FDA can
either prosecute or initiate rulemaking.

Also, any requlation of words should be limited to the state-
ment of identity. This should be clearly expressed. This would
Fefm.'t truthful’ communication of approved claims elsewhere in
abelm%, and in advertising as well. Attempts to standardize Sec-
tion 502 (a) (“false and misleading”) should be abandoned.

~In my opinion, this ey).proach could serve the basic purpose
behind the attempt to standardize symptom nomenclature, but at the
same time would permit clear, understandable communication of the
uses of nonprescription medicines. [The End]

Hearing to Be Held on GRAS Status Findings

A Fub“(; hearing will be held on the tentative status determinations
for acefic acid, sodjum acetate, sodium diacetate, papain Fg)ectln, pectinates,
and amidated pectin as generally recognized as safe (GRAS) or as sub-
ject to prior sanction. The pufpose of the hearln,?, to be held by the
iSelect Committee on GRAS Substances of the Ljfe Sciences Research
Office, Federation of American Societies for Exeenmental Bialogy, is to
receive, data,_information, and, views not. previously available fo the
Committee. The Select Committee’s tentative reports on the substances
in qhuestlon are avallable for review at the Office of the Hearing Clerk
of the Food and Drug Administration.

CCH Food Drug Cosmetic Law Reporter, ff41,934
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A Consumer Advocate’s View
of the FDA's Procedures
and Practices

By MARCIA D. GREENBERGER

Marcia D. Greenberger Is the Head of the Women’s Rights
Project, Center for Law and Social Policy.

a public interest law firm located in Washington, D. C., | have

epresented a variety of women’s rl(?hts organizations, consumer groups
and poverty groups before the Food and Drug Administration (FDA%
Therefore, | am particularly pleased to have the opportunity to dis-
cuss the procedures used by the FDA in its administration of the
Federal Food, Drug, and Cosmetic Act. My discussion today will re-
flect my experiences In representing consumer interests before the FDA.

The bulk of my ﬁractice has concerned the FDA’s requlation of
drugs or cosmetics which have a particular impact on women. In this
practice, | have been struck consistently with the scarcity of public
Interest representation before the Agency. In meetings, we have often
been the only consumer representatives present, let alone part_u:l(fat-
ing. Also, the number of comments on ﬁroposed FDA actions filed by
consumer groups is usually far outweighed by those of industry. The
FDA has Indicated that very few consumer groups file Freedom of
Information Act requests as opposed to industry representatives.

However, | also think that the trend is shifting, at least to some
degree. Consumer groups are becoming increasingly vocal and sophis-
ticated in the technique_they use to press their positions, Attorneys,
scientists and others with sxeC|a!|zpd expertise are turning their at-
tention to consumer issues. And, it is my impression that the FDA has
been and will continue to be affected by this increase in consumer advocacy.
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As a result, | have reviewed the FDA regulations not only from
the perspective of their impact on consumer interests as they have
been, but what we might expect because of the developing consumer
movement. In this reqar.d, | ‘believe that in man}/ respects consumers,
?15 well as industry, will find themselves similarly affected by FDA proce-

ures.

FDA Conception of Its Regulatory Role

~The FDA seems to see its regulatory role as arbitrator between
industry and the public. This requlatory attitude is reflected in the
structure of its advisory committees, public boards of inquiry, and
other aspects of the procedural regulations which have recently been
promulgated b){ the FDA.1 The regulations recognize, for example,
that increasingly consumers are more active in urging their view of
proper or necessary Agenc¥ action. There is a section which formalizes
citizen petitions, and sets forth guidelines on contents, time frames,
etc. Consumers have long argued, and FDA staff have acknowledged,
that consumer petitions have been ignored far more often than those
filed by industry. These regulations set forth time frames for FDA
response to citizen petitions, which, albeit longer than | would have
liked, are still a great advance. Citizen petitions have been elevated
and given an importance more comparable to those filed by industry.

Moreover, perhaps as a result of increased sensit_ivi.t%/. to procedural
“even-handedness,” the requlations also reflect a significant increase
in technical requirements, deadlines, filings and formal actions which
all groups must be prepared to meet—hoth industry and consumer—
if they are to present their views effectively to the FDA. This increase
in formalism means an increase in predictability and openness, but
also an increase in the cost of dealing with the Agency.

There are numerous examFIes of rigid timeframes and require-
ments that all sides must meet. The Hearing Clerk may reject sub-
missions if they do not adhere exactly to formal submission require-
ments.2 There is no right of appeal or resubmission if a submission
Is rejected. Petitions for reconsideration must be filed within 30 days
of the action to be reconsidered, with no provision for extension for
good cause.3 Lengthy requirements are set forth as the FDA’s view

1See 40 F. R, 22950 (Mag 21, 1975! 20n Tuesday, March 22, 1977, the

40 F. R, 40682 (Sept. 3, 1972 JALF R FDA recodified the grocedural requla-
20036 (June 28. 1976); 41 F_R. 48258 tions (42 F. R. 15553). The textual
Nov. 2, 1976), 41 F. R. 51706 (Nov. citations are outdated and the new
3 19762); 417k, R. 52148 &Nov. 2%, section_numbers are provided, 21 CFR
1976) ; 4ZF. R. 4680 (Jan. 25, 1977). Sec. 2.5&2(6) now Sec. 10.20(0)66 .
320 CFR "Sec. 2.8(b) (now Sec. 10.33).
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of what is necessary to exhaust administrative remedies before a
party may seek review in court.4

In short, all private parties must be fully conversant with these
regulations in order that opportunities not be missed and rights not
be waived. The expense of complying with the procedural rules can
be formidable for all parties. However, it is especially burdensome
for consumers.

Advisory Committees

~ Anexamination of the FDA’s use of advisory committees is par-
ticularly instructive in understanding the Agen.c?l/’s approach to requ-
lation and the complementary position in which consumers and in-
dustry are placed. Advisory committees, each comprised of experts
in a variety of areas, have been established to aid the FDA in its
regulatory responsibilities. Moreover, under Subpart D5 of the new
procedural regulations, advisory committees may hold public hearings
In place of formal evidentiary hearings.6 These “unbiased” experts
are supplemented by nonvoting members who represent industry and
consumer interests.

The FDA has virtually conceded that outside representatives are
needed to present consumer positions, although it stopped short of re-
quiring such representatives on all advisory committees. Under the
Medical Device Amendments Act of 1976, consumer representatives
are reqruwed. Consumers, therefore, have reviewed the practical work-
ings of the advisory committee system as it now exists to determine
whether consumer positions are being adequately presented.

~ Experience has shown that the consumer representatives have
simply lacked the resources to present their views adequateI?/ and to
press vigorously for adoption of their positions. At least from the
consumer perspective, the industry representatives have had far greater
resources hehind them, which can be used for effective advocacy of
industry interests.

It is rare, for example, that the consumer representatives have
the resources to commission a study of relevant literature on a par-
ticular topic, consult with experts, or in any other way generate in-
formation to present to the advisory committee in support of the
consumer’s position. In fact, the lack of information makes it difficult
for the consumer representatives even to recognize problems which

421 CFR Sec. 2011 (now Sec. 104S). M1 F. R. 52161, 21 CFR Sec. 2.332
SNow Part 14 (now Sec. 14.84).

941 F. R. 52153, 21 CFR Sec. 2.300
and following (now Sec. 14.1).
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they should address. Industry representatives, on the other hand, often
are able to marshall information which they can then present to the
voting members of the committees. They have access to the resources
of the industry whose products are at issue, and know full well the
positions which will best serve their constituency.

Consumer groups are becoming increasingly aware of the impor-
tance of these consumer representatives. Greater care is being taken
in the selection of such representatives to assure that they are strong,
knowledgeable advocates for consumers. But, in addition, there 1
greater awareness of the need for financial support for these consumer
representatives so that they can generate and distribute information
to assure that all sides are presented. It has been urged that the FDA
has a resgonsmlllty to assure that consumer representatives have
ade(%uate_ ackup and resources available in order that they fulfill
the tunction assigned them by the FDA.

A further problem for consumers, and potentiaIIB/ for industry
as well, is caused by the restrictive attitude of the FDA as to what
constitutes an advisory committee under the Federal Advisory Com-
mittee Act. That Act provides a series of safequards on the manner
in which advisory committees may operate, including a requirement,
with only narrow exceptions, of open meetings. The FDA takes the
position that only meetings with outside groups where the Agency
IS seeking advice are advisory committee meetings. However, in the
practical application of this position, the FDA "has tended to view
meetings with industry groups as not for the purpose of the FDA seek-
ing their advice—even when the appearance to those of us who are
excluded would seem otherwise. This particular issue is now hefore
the Court of Appeals in the District of Columbia in Consumers Union
of the United States v. HEW.6 In that case, an industry-sponsored
group conducted a cosmetic ingredient safe,t:y review program, at the
express suggestion of an FDA official, with FDA guidance and follow-
mg FDA criteria. The review group held a series of meetings with
FDA staff in the performance of its function. However, consumer
representatives who asked to attend were refused.

Such an approach denies consumers access to critical information,
and ser!ouslg hampers their ability to develop and represent consumer
viewpoints before the FDA. But, in addition, as consumers become
more aggressive, and volunteer to undertake similar tasks for the?

8C. A, No. 75-1250 (('jDC DofC, March
12 1976?. appeal pending No. 76-1385
(CADofC).
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Agency, industry might well find itself similarly displeased at being
excluded from participation in such meetings.

Public Boards of Inquiry

The new procedural regulations also provide for a public hoard
of inquiry to hold hearings concerning “any matter, or class of mat-
ters, of importance pending before the Food and Drug Administra-
tion.”9 The Board may act as an administrative law tribunal, and
replace a formal evidentiary public hearing.

The Board consists of three members, chosen by the Commis-
sioner from lists of five names each. The first member is selected
from lists submitted by the FDA bureau director, or nonparties, in-
volved in the issue, the second from lists submitted bK parties, and
the third from any source the Commissioner chooses. The regulations
also Browde that aé)rlvate party may veto any FDA employee as a
member of the Board.

In short, the concept of the FDA as arbitrator between competing
roups is applied again. In this circumstance, | believe, however,
the actual decision-makers are representatives of these competing groups.

_In contrast, the FDA contends that this mechanism will not per-
mit parties or interested persons to designate members of the Board
to represent their viewpoint. The FDA asserts that since five persons
have to be nominated, from which one will be selected, the Agency
has sufficient latitude to avoid persons who will represent one party’s
viewpoint.

| would argue, however, that the FDA is ignoring reality in ad-
vancing this position. Certainly, it can be expected that any individual
chosen would exercise his or her independent judgment, and would
not feel bound in a formal sense to “represent” the interests of the
nommatln% party. However, nominating Parues will certainly be
aware of the approaches taken by individuals. It often would not e
difficult to find five geople whose approach, although arrived at in-
dependently, would be completely compatible with the nominating
party. The whole notion of nominations from different sources ob-
viously implies an expectation of different viewpoints.

It is important, therefore, to review the groups or individuals
likely to be parties, and therefore likely to have their views reflected

940 F. R. 26636 ?June 28, 1976), 21
(133F1R) Sec. 2.200 and following (now” Sec.

A CONSUMER ADVOCATE'S VIEW PAGE 297



in the composition of the Board. Depending on the issue, one could
expect consumer groups or industry to be nominating candidates for
Board membership. In such a situation, there would be a member
of the Board chosen, for example, by industry, one by the FDA bureau,
and one by the Commissioner. Where will the consumer view be re-
flected? And similarly, if a consumer group is the party, where will
positions sympathetic to industry be found? The FDA Tesponds that
the Agency itself will regresent the ‘interests of the nonparty. How-
ever, even if FDA and the nonparties agree on a general approach to
be taken, they often will not agree on the justification for the approach,
the evidence which is relevant, the SﬁeCIfIC requlatory action which
should be taken, and the like. Courts nave often recognized that even
if “on the same side,” the position of the government and private
parties can be different.10 In the design of the Board of Public In-
quiry, the FDA has ignored this basic fact of life.

FDA Compensation for Costs of Formal Participation

In the new procedural regulations, the FDA sets out elaborate
mechanisms for Agency review and alternatives of full evidentiary
hearings, public hearings before a public board of inquiry, advisory
committees or the Commissioner. Moreover, because of the essential
information which is often classified as trade secrets, and the possible
availability of such information only to parties or their counsel, formal
and full participation in these hearings can be critical if a group wishes
to have meaningful input on a requlatory decision. In the case of these
hearings, heavy burdens are placed on any %roup which wishes to
participate in these proceedings to prepare lengthy and complex papers,
and in all cases, strict time limits are set.

The FDA recognizes the expense attendant to participation in
such proc.eedlngs, and the re%ulatl_ons. provide for “in forma pauperis”
participation. Parties who show indigency and/or a public interest
In their Fartlmpqtlon may avoid the costs of service of all papers they
file to all participants. However, the costs of reproducing papers Is
only a minor expense involved in effective participation.

~ Fxpert witness fees, travel costs, attorneys’ fees, costs of tran-
scrlﬂts and the like all must be borne by serious participants in many
of these proceedings. And it is the consumer groups who are least
able to bear the expense of such participation. Congress has recog-8

10 Trbovich v, United Mine Workers, Mining, 56 F. R. D. 408 (DC Minn
404U, S. 528 (19721 ; U. S. v. Reserve  1972).
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nized the importance of institutionalizing public participation before
the Federal Trade Commission, and recently provided for the recovery
of costs and attorneys’ fees under circumstances which could be ap-
plied appropriately to the FDA, as well as other agencies.lt

Using the citizen’s petition provision. Consumers Union has filed
a petition with the FDA requesting the adoption of a provision which
would allow the Commissioner to provide reasonable attorneys’ fees,
expert witness fees and other costs of participation to persons whose
perspective is important for a fair balance of views and who could
not afford to pay such costs or whose economic interest is small in
comparison to the costs of participation. Consumer groups view this
petition as raising an issue of critical importance. These procedural
requlations reflect an expectation on the part of the FDA that con-
sumer groups will complement, or be a counter-force to industry.
Both interests are subject, on the whole, to the same requirements
and opportunities. Consumer groups are developing the expertise to
use these opportunities and meet the requirements. However, at least
for the foreseeable future, unless provision is made for financial re-
muneration for services rendered by consumer advocates, as was
suggested in the Consumers’ Union petition, the proper functioning
of consumer groups before the FDA will remain unrealized.

Conclusion

In sum, the FDA’s decision-making processes are structured in
such a way that, perhaps inevitably, industry and consumers must
balance each other. As a result, the procedural requirements for par-
ticipation in the FDA's regulatory processes affect both groups in
similar ways. However, the financial disadvantages under which con-
sumers now %)erate_ are serious. Steps should be taken to redress the
imbalance, and provide consumer 8roups with the resources to advance
their interests as they are expected and required to do by the FDA.

[The End]

1 See Magndson—Moss Warranty—
FTC Improvement Act, PL 93-637,
93rd Congress, 2nd Session.
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COURT ALLOWS LAETRILE SUIT AS CLASS ACTION

A federal district court has extended its order enjoining the Food
and Dru? Admunistration (FDA) from interfering with a terminally
Il patient’s importation and interstate transportation of laetrile_for his
own use to include all terminally ill cancer patients. The court determined that
terminally ill cancer patients”satisfied the criteria for a class action and
that the “class was sufficiently identifiable so that it could be adminis-
tratively determined whether a particular person was a member. The
court said that requiring lawsuits on an Individual basis would deny
many . patients the opportunity to have_their claims heard and that
allowing a class action would “save the FDA the time and expense of
defending a multiplicity of suits.

CCH Food Drug Cosmetic Law Reporter, f 38,108

IODINE COMPOUNDS: GRAS STATUS AFFIRMATION PROPOSED

_ The addition of potassjum iodide, potassium iodate, and calcium
lodate to the list of generally recognized as safe |SGRAS) direct food
substances has been Proposed by the Food and Drug Adminjstration
(FDA). Although potassium_ and calcium iodates werg not included in
the injtial GRAS determination, the need to affirm their safety came
about in part by a revision In the standard of identity for bakery prod-
ucts to permit’ the use of safe and suitable ingredients that "dg not
alter the basic identity of the food or affect its nutritional characteristics.
Prior to the revision, the recipe requirements for bread specifically listed
the substances as optional ingredients. In addition to fulfilling the safe
and suitable [Frovmon,_ GRAS affirmation of the substances would
satisfy a recent requlation that requires a reexamination, according to
current scientific information and safety evaluation procedures, of Sub-
stances (except for food additives) that have in the past been con-
sidered to be safe.

The FDA, which concluded from its own evaluation and from
studies of the Select Committee on GRAS Substances that use of the
three compounds at current levels does not pose a health hazard, pro-
Posed that GRAS affirmation for potassium iodide be limited to use of
he. compound in table salt at a level of 0,01 percent based on the
weight of the table salt and that affirmation for potassium and calcium
lodates he limited to their use in the manufacture of hread at levels not
to exceed 0.007S percent based on the amount of flour used.

Comments on the proposal are due by August 9, 1977.
CCH Food Drug Cosmetic Law Reporter, No. 754
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Pre-Market Toxic-Testing of Chemicals, @
Defending Their Risk/Benefits ®

TOXIC SUBSTANCES
CONTROL ACT
Law and Explanation

Manufacturers and producers of the 1000-odd new chemicals prepared for
the U. S. market each vear (as well as those producing old chemicals intended
for a significant new use or uses) must now test and submit toxicity data to the
Environmental Protection Agency 90 days before sale. After review, the [XPA
can: Give a green light to market it. Delay sale and ask for more testing if it
feels the data is incomplete. Ban it from the market entirely if it determines that
the chemical presents an unreasonable risk.

If they disagree with the EP\'s decision, manufacturers may challenge the
order. The EPA, in turn, can support its judgment through court injunction.
With chemicals so important to farmers. processors, industry, importers and
exporters, consumer groups and the public as well as to their manufacturers,
everyone concerned needs to know these rules and how they work. In cases
where risk/henefits ratios are closely halanced, vou must also expect litigation.

This new CCH title sets out the Toxic Substances Control Act (TOSCA)
and the House-Senate Conference Report on it in full text and supplies a clear
explanation of what it means and what compliance involves and keys this
freehand CCH treatment to applicable provisions of the law and Conference Report.
The sweeping authority TOSCA provides the Ageney to control the manufacture
and production of chemical substances, demand health and environmental testing,
issue orders and rules and impose reporting and recordkeeping requirements
is described. Penalties specified in the At for violations and its effective dates
and what must be done by each are carefully noted. Tn all, 160 pages, 6" x ",
heavy paper covers, with a handy Topical Index.
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