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The Common Market and
Harmonization of the Food Laws

By DR. SERGIO VENTURA

The Following Article Was Presented on July 14, 1966 Before
the International Bar Association at Its Eleventh Conference,
July 11-14, Lausanne, Switzerland. Dr. Ventura Is a Member
of the European Economic Community, Brussels, Belgium.

HILE THE COMMON ORGANIZATION FOR AGRICUL-
TURAL MARKETS has been one of the main concerns of the

European political press for many Years, this press has bequn to deal

with the harmonization of food laws only
discussions about the manufacture of cocoa butter and chocolate
sometimes hlgh|%/ animated, others still going on about the use of
Erythrosin for the coloring of certain canned foods and confections,
and,_flnally, those concerning the use of DlphenY,I for the preservation
of citrus fruit, lead one to believe that the public is becoming aware
of the benefits and problems the food laws present to the economy of
the European Economic Community (EEC) member states. Conse-
%uentl%/, the public is realizing the” importance of harmonization of
these food laws for the future of the Community.

a few months a%o. The

Approximation or Unification . )

_ It seems, ht >wever, that a political debate cannot bring any posi-
tive results, If oaly because the very term, “harmonization,” i$ liable
to contradictory interpretations. Further, the obstacles to harmoniza-
tion and the efilrts taken to overcome them are not always known.
We will assume that the only acceptable interpretation of the
term, “harmonization,” for those who have_ a practical vision of the
problem, is one_that contains the idea of either the “approximation”
or the “unificatim” of national_laws. It must be recognized that the
governmental exP_erts and the EEC Commission in charge of the har-
monization of n-tional laws are confronted with a very difficult task:
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their job Is to achieve a detailed common re?ulatlon which will re-
spect, as far as possible, the individual character of national markets,
(Naturally, such respect is granted only where these characteristics
are not in conflict with the establishment and functioning of the
Common Market.) In order to attain this aim, dififerences _emstmg
between national provisions. regulating not only presentation an

labeling, but also composition “of products and characteristics of
manufacture, have to be partially or tot_aIIY eliminated. But any har-
monization would remain without practical effect if norms for control
procedures and analytical methods for detection of fraud should be
neglected. Furthermore, an obstacle no less important which opposes
itself to the success of harmonization work and which cannot be elim-
inated quickly, but only after many %ears of apPllcatlon of the new
rules (approximated of unified), i$ the fact that any new norm in-
serted into the national legal systems can_assume in"each of them—
in the context of pre-existing norms—a different significance.

The task would become still more difficult if the experts adopted
an overly doctrinaire or exclusively deductive working method, fixing
the meanings of terms of %eneral character such as “food” or “addi-
tive,” then passing on to the stud%/ of rules concerning each product
or group of products. Such a method would involve a Preat deal of
effort—researching, probably in vain, for a frame_—reFu_atl_on—_effort
which would be destined to”encounter m_ethodoloq!ca difficulties. It
V\%otuld fail to arrive at concrete results in a relatively short period
of time.

. For this reason, the working method chosen by the EEC Com-
mission in_accordance with the experts of the member states seems
justified. The method consists_of the simultaneous elaboration of
draft-directives of general apﬁllcatlon (such as those on additives,
canned food, labeling and packaging) and_ of directives or regulations
concerning determined products (such as jams, marmalades and fruit
jellies; cocoa and chocolate; and fruit juices). This method enables
one to extend the experience acquired in one of the above-mentioned
sectors to other sectors.

How a Harmonization Directive Is Born

. After the preparation of one or more basic documents, the work-
Ing group, “Legislation on Foodstuffs,” and the competent subgroup
for the sector In (T]uestlon comgosed,of_ governmental experts and
presided over by officers of the Commission, elaborates the text of a
directive. When scientific questions arise, reference s made to a com-
mittee composed of experts, personally invited, who are especially
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competent in medical, chemical and toxicological fields. The draft-
directive is then transmitted to the organizations representing, on an
EEC level, the professional circles concerned. The remarks of these
organizations are discussed with the governmental experts and can
operate to induce the Commission to modify the draft.

Finally, the draft is submitted to the Commission, which can
adoRt and” transmit it as a proposal to the Council, or can ask for
further data. The Council first decides whether it is necessary to_con-
sult the Parliament and the Economic and Social Committee. From
a juridical point of view, the situation differs according to whether
the text is hased on article 43 or on article 100 of the Treaty, and
according to whether or not its adoption requires modification of a
formal law in at least one member state. After this, the text of the
proposal is subject to thorouPh examination by an expert group con-
vened ad hoc by the Council; and it is eventually discussed by the
Committee of Permanent Representatives, and in"some cases by the
Special Agriculture Committee, The final stages .of this long pro-
cedure are formal adoption by the Council, notification of the member
states and publication in the Official Journal of the Communities.

In respect to "directives,” it must be noted that the new norms
are not dlrectly_aPpllcabIe in the member states, and it is up to them
to take appropriate measures to app1ly the new rules within the time
fixed by the directive in question. These measures may re(i_ulre the
modification of national provisions existing at the date 0f notification
of the directive. However, in the case of “regulations,” the new norms
are directly applicable in the member states.

Work in Progress

The field in which progress is most advanced is the additives
sector, Four directives on coloring matters and antimicrobial pre-
servatives have already been adopted. Two proposals, one on anti-
oxydants, a second destined to complete the preservatives directive,
will be adopted by the Council shortly. A proposal on emulsifiers,
stabilizers and similar agents will probably be presented to the Coun-
cil by the Commission n_autumn. Preparatory work has been ini-
tiated in the fields of artificial sweeteners and flavorings. On the
gen_eral level, a study has been initiated relating to problems of la-
eling and packaglnfq of foodstuffs, On the basis of a report fur-
nished by two outstanding specialists, governmental experts have
met several times to elahorate a draft directive on canned food, work-
ing under the guidance of Commission services.

PAGE 442 FOOD DRUG COSMETIC LAW JOURNAL---SEPTEMBER, 1966



Work is also going on in the following fields : _
(@) Processed fruit and vegetables: The proposal of a direc-
tive on jams, marmalades and fruit jellies was presented to the
Council, and a draft-regulation on fruit juices is in the last stage
of elaboration. o _

(b) Wines and alcoholic drinks:; The competent subgroup is
now working on definitions for wines and wine-making opera-
tions, and on'methods of analysis. o

(c) Processed cereals: A draft-directive on noodles is in prog-
ress; next year flours will be the subject of harmonization
measures. _ _ _

(d) Milk and milk products: Milk powder, canned milk and
butter are on the program of the competent subgroup ; national
dispositions in force for butter are to be harmonized shortly.

(¢) Oils and fats; A proposal on esterification of olive oils
was presented to the Council by the Commission ; work on har-
monization of national norms Tor margarine, oils and fats, ex-
cluding olive oils and butter, has been started. o

(f) Food extracts and similar products: A draft-directive on
broths, soups and sauces is being examined. N

FSg)_Pestlclde residues: For a certain number of pesticides,
the Residues Committee and the Committee for analytical meth-
ods have reached an a[qre_ement on tolerance levels, as well as on
some methods of analysis for the control of pesticidal residues
on and in foodstuffs.

Finally, the Commission recentI_Y presented a proposal with a view
to creating a “Foodstuff Committee.” This committee, which would
operate in"a manner similar to that of the “Management Committees”
(comités de gestion) of common organization for agricultural may-
kets, would assist the Commission when called uponto elaborate, in
the field of food legislation, measures of execution and application
of norms adopted by the Council.

~Harmonization work in the fields of animal nutrition and veter-
inary legislation takes place in close connection with the different
sectors of food Ieglsla_tlon. The workm? group, “Animal Feed,” is at
present concerned with additives employed In feed. As far as the
veterinary sector is concerned, exchanges of fresh meat, livestock
(cattle and pigs) and slaughtered poultry are already the subject of
community norms, while a proposal of directive on canned meat and
meat preparations has been on the agenda of an ad hoc group of the
Council for quite some time.
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Protection of Public Health

Although the startlngf point for the harmonization of food laws
is the consideration of differences existing between them, hindering
the exchange of foodstuffs and preventln% free competition hetween
enterprises, the EEC Commission does not lose sight of the necessity
to insure the protection of public health and encourage the produc-
tion of high quality food.

In regard to the protection of public health, a special place is
given to some general prmcgj_l,es arrived at during the elaboration of
a requlation on chemical adaitives. There are, above all, the follow-
ing principles inspired largely by the recommendations of the Food
and A%rlculture Organization (FAO)/WorId Health Organization

(WHO) Expert Committee on Food Additives:

(a? Use of additives must not be tolerated if the manufac-
ture of food under normal conditions and according to the rules
of good technological practice does not render it necessary.

~(b) When use of additives corresponds to a real technolog-
ical necessng, the amounts sufficient to obtain the desired effect
must never be exceeded, even if they are less than the admissible
amount from a toxicological point of view.

(c) Whenever it s possible to choose between different
products the efficacy of which, from a technological wement
t|)s |detrp]t|c_al é)r equivalent, those having nutritional value should
e authorized.

The ?eneral rinciples mentioned above induced the experts to adopt
a system of “positive lists” for the drawing up of additives directives
all additives are forbidden except those explicitly authorized). Fur-
thermore, additive lists are completed by purity tests with which
authorized products must comply before Use in foodstuffs.

It has not been possible to harmonize norms for conditions of
use simultaneously (particularly for foodstuffs in which every addi-
tive can be incorporated). This task will be completed by thé frame
of work aIready_bePun, which concerns the harmonizafion of pro-
visions for each single food or group of foodstuffs. Another essential
task, also involving the protection of public health, is the unification
and perfection of methods of analysis and control. The EEC Com-
mission is approaching this task with its usual fervor, notwithstand-
ing the restricted means at its disposal. In this instance, it hopes to
avail itself of the cooperation of the International Union of Pure and
Applied Chemistry (IUPAC).
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Besides the provisions discussed above, which have the aim of
protecting the consumer against dangerous products or products of
doubtful safety, norms of equal importance are destined to protect
the consumer from frauds. These norms, to the extent that they in-
sure Ioralty in commercial transactions, are also intended to prévent
disloyal competition. We mention in this context provisions resery-
ing certain_denominations for products the composition of which is
IegaII%{ defined, and rules concerning packaging, labeling and pre-
sentafion of foodstuffs. Within these rules, emphasis is placed on the
requlation of the net weights of foodstuffs ; that is, on the caPacny
and real content of the containers in which foods are put on sale. In
this regard, the solutions adopted by the Commission in the proposal
of directives regarding, on the one hand, cocoa and chocolate, and,
on the other hand, jams, marmalades and fruit jellies, are significant.
Analogous solutions should be adopted for other important foodstuffs,
and especially for drinks which are widely consumed.

Encouraging the Production of Quality Foods .

It is well known that the notion of “quality” in foodstuffs is a
relative and complex_ notion. It is a complex” notion because the
quallt}/ of a product is not determined by a single criterion or iso-
|lated tactor, but by a combination of all the characteristics (chemical,
physical, hygienic” and organoleptlcp of the product in_question. It
IS a relative notion because those factors whose combination deter-
mines quality must be also of the sort that, by their presence, influ-
ence the consumer’s acceptance of the product.

It is still too early to assess the influence that the work on har-
monization of national laws will have on the quality of foodstuffs.
However, it is already possible to discern that a severe but modern
discipline in the field” of additives, such as the one foreseen in the
directives already adopted or in the course of adoption, also will have
beneficial effects in the field of quality. Furthermore, where a com-
munity requlation concernm% a (etermined group of foodstuffs has
been or is being elaborated, it has turned out’that the approximation
of national rulés has not been effected on the loivest level, in sPLte
of the apprehensions expressed by many; on the contrary, certain
developments arising from the work in Brussels may be expected to
cause a gradual elevation of the quality of some products. .

Of course, the problems with which experts are confronted in
Brussels.are not only problems of the protection of public health and
the quality of products, but are also economic problems. The latter
can present themselves as a consequence of a satisfactory solution to
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a quality problem, such as cases in which the improvement of quality
requires one or more of the member states to effect a total or partial
transformation of the equipment used in production.

_ Even if the difficulties indicated will delay harmonization of na-
tional laws, they cannot,?_revent it. However,"we must not have any
illusions about "the significance and efficacy of the new rules, even
when unified and appllcable_ in all member states. Indeed, it must not
be forgotten that these juridical rules are not sufficient to regulate
production and sale of foodstuffs; these can only complete and cor-
rect technical, professional and customary rules.” On the other hand,
juridical norms will only be efficiently applicable if a methodical edu-
cation of the interested” parties in the various sectors of production,
distribution and consumption is realized simultaneously.

A Task for the Legal Profession

The problem of harmonization of national laws, particularly food
laws, has been and is often formulated in an inexact way. Too often
jurists or technologists charged with the harmonization of highly
divergent norms ignore or forget the underlying reasons for this di-
versity (reasons which ma>( depend in certain cases on natural, socio-
economic or technical factors) and let themselves be carried awa
by the undoubtedly praiseworthy and legitimate desire to “harmo-
nize,” adopting solutions which are either"too simplistic or too com-

licated. Doubtless, the task imposed upon them is very difficult.

0 solve the problem and solve it well, it is first necessary to realize
the exact extent of the differences which divide or seem to divide the
juridical rules under study. Only on the basis of the results of this
research can we undertake the harmgnization of legislation, if neces-
sary. | say, “if necessary,” because, in spite of the diversity of tech-
nigues adopted by the national legislators, final results are frequently
less divergent than one might suspect, thanks to the administrative
and judicial practice.

Comparative study of food laws actually in force in EEC member
states and other |m€ortant countries (United Kingdom, United
States) has the undoubted merit of attracting t'T attention of respon-
sible organizations. Such study also focuses public attention not only
on the existing differences hetween the national qulslatjons of vari-
0us countries, but also on two typical aspects of all national legisla-
tions in force in this. field, two typical aspects which'—without taking
into account the difficulties indicated—justify and urge harmonization
of the food laws. | refer, on one hand, to the dissimilarity of organi-
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zation and the infinite number of legislative and administrative pro-
visions c_oncermn% foodstuffs. This diversity among Provmons ren-
ders their application chaotic and_precarious and, at the same time,
disturbs normal production, fostering a lack of confidence in the con-
sumer. On the other hand, | refer to the confusion which unfortu-
nately characterizes many food laws, confusion between the aspects
of héalth protection and’ market requlation, between protection of
the consumer and protection of national industry or agriculture.

. Thus, it seems evident that comparative legal research is the
indispensable premise of any harmonization, It’is the task of the
Iegial profession to intensify ‘this study and isolate from the compli-
cated context of laws in foce the quidelines for a new uniform qual
discipline which, above all, will be clearer and more readily applicable.

[The End]

REORGANIZATION OF THE BUREAU OF MEDICINE
COMPLETED

The Food and Dru? Administration has announced the completion
of the reorganization of the Bureau of Medicine. The Office of New
Drugs will “include the following units: Cardiopulmonary and Renal
Drugs, Dental and Surgical Adjuncts, Metabolism and Endocrine
Drugs, Anti-Infective Drugs, OncologY_ and Radiopharmaceuticals, and
Neuropharmacological Drugs. All applications for marketing new and
investigational drugs will be processed by the appropriate units.

Drug surveillance activities will be carried on by one office and
all regulatory functions by another office. The Office of Drug Surveil-
lance, consisting of a Division of Drug Monitoring, a Division of Epi-
demiology and a Division of Supplement Review, will monitor the use
of drugs, operate an adverse reactions detection and analysis system,
and review drug supplements, The Office of Medical Review, consist-
ing of a Division of Case Review, a Division of Medical Advertising and
a Division of Medical Devices, will provide medical opinion and carr
out the Bureau’s responsibilities under the Drug Abuse Control Amend-
ments.

Dr. B. Harvey Minchew has been agpointed as acting deputy di-
rector of the Bureau of Medicine. Dr. Robert J. Robinson continues
‘}S acting director of the Bureau. Food Drug Cosmetic Law Reports
If 2425,
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A Look at FDA’
ew Rules of Practice—
and Proplems Still Unsolved

By EARL G. SPIKER and P. GORDON STAFFORD

This Article Is Reprinted from The Business Lawyer (Vol. 21, P.
1069) with the Permission of the Publisher, The American Bar
Association, and of the Authors. Mr. Spiker and Mr. Stafford
Are Members of the Maryland and District of Columbia Bars.

EARLY IN 1966 the Food and Drug Administration (FDA), De-
partment of Health, Education and Welfare (H EWQ, established
new rules of practice for hearings conducted under the Federal Food
Drug and Cosmetic Actland the Federal Hazardous Substances Act.2
The"Food, Drug and Cosmetic Act is basically intended to insure
that the foods, drugs and. cosmetics sold to the” American consumer
will be safe, sanitary and informatively labeled. The Hazardous Sub-
stances Labelln% ct requires that “substances or products which
present hazards to the public carry appropriate cautionary statements
on the label. Hazards contemplated under the Act include pmsonmg,
burning (caustic) and irritation (to skin or eyes). Under the Food,
Drug and Cosmetic Act public hearings may be required for the issu-
ance of requlations under a number of secfigns of the Act involving
foods, drugs or cosmetics. As an examPIe In some_circumstances a
hearing i _requwed for the establishment of a definition and standard
for a particular food.3 Though the average consumer may not be
aware of it, a number of our basic foods are presently defined by fed-
eral regulations. Foods covered by such a standard must meét the
requirements of the standard in order to be sold in_interstate com-
merce as the standardized food. Bread, salad dressings, ice cream,
canned vegetables and fruits and margarine are some of the foods*
*21 USCA_ 301 and following, CCH %l?ng\/\% 1261 and following, i 1000

rug Cosmetic egorter, here- an I

?géer cited as CCH) 12 ana follow- 321 USC/—g' 371(e)(3), CCH, fl355.
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defined by these standards. Under the Federal Hazardous Substances
Labeling-" Act, .one of the FDA's responsibilities is to determine
whether a particular product is a “hazardous substance” and hence
subject to the requirements of the Act. A hearing may be required
for such determination,

The new FDA Rules of Practice and Procedure4 govern hearings
to, determine the proper standard of identity for a food or to deter-
mine whether a substance is_hazardous, as well as governing many
other proceedings under the Food, Drug and CosmetiC Act. Hearln(is
under these rules may be of considerable magnitude. The recently
completed hearing in connection with a proposal to establish a stari-
dard of identity Tor peanut butter lasted almost four and one-half
months, and the hearing transcript consisted of over 7,700 pages.b
Earlier hearings involving standards for bread and ice cream were of
similar size. Each manufacturer or processor of the food involved
and each suPpller of ingredients or materials to such processors, in
addition to_the general public, has a stake in the outcome of such
hearings. . Every interested party vies to have his product or his in-
gredient included in the approvéd standard. Voluminous evidence is
offered as to the relative merits, aesthetic, nutritional and otherwise
of the various Rrod_ucts and ingredients. Few trials are more hotly
contested than nearings involving food standards.

. While hearing procedures before the FDA are in many respects
similar to those conducted by a number of other federal agencies
there are significant differencés. Accordingly, before discussing and
commenting on the new_rules of practice, we will summarize the steps
In such proceedings which are prescribed in the new regulations and
the applicable statutes. The procedure briefly is as follows:

_ __ga) Publication of a Bropos,ed regulation by FDA on its own

initiative or after petition by an interested party.

Op ortun_lt%/ for interested parties o comment on the

Proposal, after which FDA publishes an order, usually providing

hat the proposal shall become effective.

(c? Parties adversely affected by the order have 30 days
thereatter to file objections to the order. The petitioner is given
time to reply to such. objections. , o

d) [f substantial ‘objections are filed, a hearing is ordered
and a notice of hearing and issues to be covered is published.*

5 FrD( eFr{eualgtSe OfitgHaaC ti'c:e ,&n%urer%- nit?(msthaen %tttaerqd%frEEStg li%hir?t? Del{)i;
gzdgiﬁlo%ﬁg , guqbpart E; BCH, 3300 Peanut Butter, Docket No. ?:D -7&.
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FDA(e) A hearing is conducted before the Hearing Examiner of
_ ((jf) The Hearin? Examiner prepares his report and transmits
it and the record to the Commissioner of FDA.
fg)_ A tentative order including detailed flndmgs of fact and
conclusions upon which it is based is issued, and opportunity
given for the filing of exceptions thereto,
h) A final order is issued and_published. o

_ 3 Review of the Commissioner’s final order lies in the

Unitea States Courts of Appeal.

Under the FDA Rules of Practice, hearings are conducted before
the FDA Hearing Examiner. Until several years ago, unfortunately,
the practice in the FDA was to apgomt on an ad hoc basis a member
of the Agency's Office of General Counsel as the Examiner whenever
a hearing was held. When the hearing was conducted, the Examiner
returned to his normal duties under the General Counsel. However
in 1964, in a large step forward, the FDA established the position of
Hearing Examiner, as a permanent position, separate from the Gen-
eral Counsel, in the Office of FDA Commissioner. The new rules are
another advance along this route.

The Examiner’s New Role

The single most significant change in the new rules is the further
upgrading of the Examiner’s stature and_function. Under the prior
rules, of practice the FDA Hearing Examiner conducted the hearing,
admitting evidence and ruling on evidence, and at the close of the
hearing certified the record in the hearing to the Commissioner of
FDA, Without preparing any report or recommended decision. A de-
cision was then issued in accordance with the Act—under the 5|%_na-
ture of the Secretary of Health, Education and Welfare, of which
FDA is a part. Undér the new rules the Examiner is given a numper
of enumerated powers concerning the conduct of the hearing. For
example: to establish the date and time of the hearing; to receive,
rule on, exclude or limit evidence; to regula_te the course of the hear-
ing; to fix the time for filing motions and briefs; to require the parties
to state their positions on the issues; and to examine witnesses.6 His
enumerated powers are substantially broader than those set forth in
the prior rules of practice. In actual practice, however, the Examiner
has previously exercised most of the new powers sloemflcally men-
tioned in the ‘new rules, so that the new rules should not result in

6FDA Rules, 82.73; CCH, H3873 '
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any radical changes from those previously followed in the conduct
of ‘the hearing. Pre-hearing and Post-hearmg procedures, however,
should be changed considerably by the new rules.

Previous rules contained no specific mention of pre-hearing con-
ferences or other pre-hearing procedures, though pre-hearing confer-
ences have been held. The new rules authorize the Examiner to call
Pre-h,earlng conferences for the purpose of simplification of issues;
or discussions, stipulations and admissions regarding facts and docu-
ments ; for discussion as to expert witnesses; for scheduling of wit-
nesses and identification of witnesses; and for advance submission of
documentary evidence.7 These matters are of particular interest, as
the rules provide that the failure of a party to produce written testi-
mony and identify witnesses at the pre-hearing conference, without
gop cause shown, may result in the testimony or documents not
eing received in evidence. Another importan pre-hearln? Rower
given the Examiner is authority to direct that summaries of the di-
rect testimony of witnesses be prepared in writing and served on other
parties in advance of the hearing.  We believe this rule is an improve-
ment over past cProced_ures. The quality of cross-examination should
be improved and the time necessary for examining witnesses may be
reduced. However, one severe problem we foreSee under the “rule
Is that the attempt to “freeze” the scope of the examination of a wit-
ness prior to his testimony is not feasible. Between the time a sum-
mary of the proposed direct testimony is prepared and the date of
his festimony many factors may dictate a change in the scope of ques-
tioning. For example, additional testimony may become necessary to
counter or respond to matters raised by other witnesses in the interim.
Traditional discovery procedures in the courts permit the examina-
tion of adverse parties in advance of trial. Discovery procedures are
generally unavailable to the J)artles in federal administrative proceed-
|n?s. e have long believed they should be. We do not regard the
rule adopted by FDA as an adequate substitute.

The Examiner’s post-hearin? role is also [qreatly expanded under
the new rules. Where he formerly acted merely to compile the record
and send it to the Commissioner for a decision, he will, under the
rules, prepare a “report” which will be transmitted to the Commis-
sioner, along with the record.8 Unfortunately it does not a?pear that
the Examiner’s rePort will be public information, and it will not have
the significance of Examiners’ reports or recommended decisions in

[FDA Rules, 82.74 and following; ~ 8FDA Rules, §2.96; CCH, f 38%6.
CCH 1f3874 and Tfollowing.
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many other agencies. In a number of agencies the Hearing Exam-
iner’s opinion or decision becomes final” if not excepted to by the
arties.9 Under such procedures the authority and. presn?e of the
Hearing Examiner is increased, and the amount of time hetween the
initial proposal and the effective date of the final requlations can be
significantly shortened—a prospect even lawyers should applaud. We
sge no_nece35|t¥ in FDA proceedings for the Examiner’s decision to
be reviewed automatically, if his decision is acceptable to the 'g_artles
involved mcludmg the agency (bearing in mind that the FDA’s
Office of General Counsel is a “party” to"the proceedings).

. Other Changes ) )

In addition to the most important changes in the rules which are
outlined above, there are several other changes we should like to men-
tion. The first of these is the provision in the new rules regarding
ex parte communications. Section 2.104 of the rules provides:

If aqz official of the Eood”f%nd Drug. Administration |ﬁ_contacted bgcté_mc?i/‘

individual”in. private or. publi concerning, any matter which 1 a sub
?ol?t%“t 21 s%rtl)sgiintc ee gﬁﬁaﬂ who IS contacted gha“ preparﬁ.a memoran%m %i%ttmg

?_ conversation and shall file this memoran
appropriate public docket

lle.

This rule, if literally interpreted, requires that any conversation be-
tween two officials 'of the FDA concerning the matter which is the
subject of a pending hearing is required to be reported in a memo-
randum to be made public. We do not suppose for a moment, how-
ever, that this is an intended result. In any event it is submitted that
the rule does not cover the real problem. The overnmg statute pro-
vides that the final order in the proceeding “shall be based only on
substantial evidence of record at such hearing.”10 (Emphasis supplied.)
Therefore, the thrust of the regulation prohibiting ex parte communi-
cations should be to prohibit the H_ea_rlnP Examiner or the Commis-
sioner, or any of his delegates participafing in making the decision,
from djscussing the proceedings outside the hearing room with any-
one, other than his own staff, or relyln%,on any evidence except that
set forth in the hearing record. The pronibition”should specifically en-
compass representatives of any party to the Eroceedmg, including
other agien_cy employees. Accardingly, we think the above rule can
be greatly improved.1l

e for example, procedurg in NLQBQB 021 USCA 371 e?(3)

S
] o pr ficé proceedings, 1See for example, '§45, Federal
g gjﬁadzl'c?tivf%érf?cue%éinogs?%&I% Madﬁdjlg

LFRy Cgmmjssmn Rules,. of Pra&ﬁ

cative ~ Proceedings;
roihal

rade Regulation ~Reporter, Trade Regulation Reporter, jf9852.05.
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Another portion of the new Rules we should mention briefly is
Section 2.90(b) which directs the Examiner to “require counsel for
the parties to prePare a daily topical index which will be available
to the presiding orficer and all parties” whenever he determines that
the hearing record will be of such length that such an index will per-
mit a more orderly presentation of the evidence in the proceedlnq and
reduce delay. Preparation of such an index under the rule would be
apportioned among counsel as appears just and proPer to the Exam-
iner. We are unaware of an%/ similar provisions in the rules of prac-
tice in any agency. No doubt in any lengthy hearing such an index
would be ‘extremély helpful, but we beligve it is asking too much to
require counsel endaged'in 10 A.M. to 5 P.M. hearings which may last
for months_(and have) to prepare an index of the day’s proceedings
in the evening instead of working on his own client’s case (or perhaps
resting). In addition, since the Rules do not define who are “parties”
to a hearing, it is not clear who would be subject to the obligation to
index_the record. We feel that those who wish should prepare their
own index or purchase a transcript gt_he hearings are required to be
reported verbatim). To conclude, this requirement is burdensome,
unreasonable, and objectionable.

~ As mentioned pre_viouslkl, in accordance with usual federal ad-
ministrative practice, interested parties are given an opportunity un-
der these rules to comment on the proposed” requlation.” Thirty days
are allowed for this purpose. Similar opportunity for comment was
given under prior FDA procedures. As lawyers”are inclined to do,
comments were normally filed on the last da%/ permitted or as near
thereto as possible. Thus, the petitioner of the proposed regulation
normally had no opportunity to file anﬁ comments In answer to ob-
jections raised. Under the new Rules the petitioner, if it is someone
other than FDA, will be served by the agency with copies of each
objection filed, and given two weeks (30 days would probably be
more approlorlateeNfrom the date of receipt of such objections to make
written reply.22 We regard this rule as an improvement, Giving the
petitioner an o%portunlty to answer and explain objections filed by
other parties should be helpful to the agency in determining the
merits of the objections, and, at least might in some cases, obviate the neces-
sity of a hearing on the proposal.

The Food, Drug and Cosmetic Act contains no specific provision
concerning the burden of proof at hearings under the Act. Accord-

2FDA Rules, §2.67(d) ; CCH, If3867.
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ingly, hearmgé under the Act are subject to Section 7(c) of the Ad-
mlnlstratlve rocedure Act fAPA) which provides that “the pro-
ponent of a rule or order shall have the burden of proof.”13 The pre-
vious rules contained nothing regarding burden_ of proof. The new
Rules interpret the APA’s requirements to provide that:
gl o%“aeng'%'”%‘%{o%f e ki ?°%a' Vi ﬁﬁ%‘“e%% e f’%%%u%ﬁe”(f Witk
Administrative %roce ure 0] onent 0 j l{ er, and
ﬁcordm I}; shall have te ur en of roo N! g Verse %/ fecte person
Ing_an Jtectlon whjch opjectio P gose%the HSIII?UO aneY\/ PrOVI
3|on for t Erowsmn odecte to, shall have the burden of proof in relation to
the new provision so proposed
While the latter provision of this rule could provide the basis for
considerable analysis and discussion, we have some question as to
whether the charige will result practically in any significant change
from past procedures.

The Problem of the “ Institutional Decision” Still Unanswered

While some criticisms can be made, no serious quarrel is raised
here with the manner in which hearmgs are conducted now and evi-
dence received. The question is: What happens after the hearing is
over? Under the new rules the record of the hearing with the Exam-
iner’s report is transmitted to the FDA Commissioner, who issues a
tentative order and later a final order. We can be certain, however,
that because of his many other duties, the Commissioner himself can-
not review a IengthY fecord and render the decision. This job I
therefore, delegatéd to others, whose identity is not announced. The
result is a so-called “institutional decision,” which has been the sub-
{ect of much_ criticism.16_President Kennedy took the following posi-
lon concermng such decisions:

Pe phacuce of enderln% anonfvmous (decisions, . which has h|theL? generﬁllx
revailed, has served as a means of e e( r{J W%precmon anﬂ res?onSL ey

e actt#al source of fhe opln\on IS un OWn save onl A |% Issued In t
ameo teagde }/ it not eyl r Its value as a precedent, but also mak es
or that Issipation of respons |ty that we are trying to reduce in our
admlnlstratl e action

rt natel from th inning of American law, oyr judges assumed an
mdwn?ua Tes %nsmlht Fo uq]ter*g% ases whic ungerJ g9]1e|r ecmons
é)rac |c% not only o cons lentiousne g%lnp th e ravall
gcisjon, but as |nV|tdexa ma“on each J)ro ered rickt wou see

ace In the atructure of our law. The a opt hI ractic atory

a encies would, in"my opinion, tend to eve op the aw that t m|n ster as

B By oy O
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well as be a c&)ntinual challe%nge to each _a%encg_member to make his contribu-
t|8n {0 th? vancement dministrative justice. | am requesting a wider
adoption or this practice.

Where the agency’s decision is anonymous, the inevitable as-
SumPtIOH_I_S that it probably was prepared by those in the agency
most familiar with the subject matter. “At first blush this might seem
to produce the fairest and most informed result, but upon reflection
It s clear that this is not necessarily the case, In hearings concerned
with the proposed standards of identity for foods (the type of FDA
hear_lnq with which the authors are most familiar), the "agency, and
particularly those in the agency responsible for the issuance of food
standards,” usually appear~as ‘witnesses in_support of a standard.
Moreover, they are proponents of that particular standard issued as
a proposed requlation by the agency. It is 5|mpl¥W asking too much
to expect that these same officials Can, after the hearing, cast aside
the opinions and convictions about which_ they testified and examine
the record with a completel obéectlve wewPomt. To phrase it an-
other way, we do not, and should not, expect that any agency party
intimately associated with a case can objectively {udge the” merifs
thereof. ‘Accordingly, such FDA officials should not be Bermltted to
decide after the hearing what the final regulation should be.

The problem of the “institutional decision” results from the lack
of a proper s%aratlon of functions of the prosecutor and the decision-
maker. The APA specifically requires that in so-called “adjudicative
proceedings” no officer or employee who engaged. in the investigative
or prosecuting functions in any “case shall participate in making the
decision, except as counsel or witness in proceedings on_the record.1S
This requirement does not aprIy to_so-called “ruIe-makln?” proceed-
ings.. Proceedings under the Fod, Drug and Cosmetic Act have been
considered rule-making proce_edmgis. e See no reason however, to
Ilmatlwhat seems to he a hasic rule of fairness to “adjudicative proT
ceedings.”

The types of proceedingis we have referred to in this paper are
truly advérsary in nature. 1n proceedings to establish a food stan-
dard, the FDA issues a proposal to establish a standard of a par-
ticular type. OpPonents of the standard may argue that no standard
of any sort should be adopted or if one should De, that it should be
different from that proposed by the agency. In proceedings to deter-
mine whether a particular product is subject to the requirements of

17 Special Message .to. Congress on _ment (April ? 1961), H. Doc. 135,
Regulatory A f - 107 8 ., 314,
equlatory Agencies” of Our ?Sqovern ]BSOTJQSCAeClO 61(c).
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the Federal Hazardous Substances Labeling Act, we would assume
that the government asserts that the product is subject to the Act,
and that the manufacturer argues, with equal vigor, that the product
is exempt from the Act (if the manufactuter agreed that his product
was subject to the requirements of the Act we presume there would
be no need for a hearing).

To permit the decision-maker to consult with other members of
the agency’s staff—such as technical experts in the subject matter at
Issue, or members of the prosecuting team (counsel of witnesses)—
Is, in practical effect, to permit the agency to argue the case off the
record. We submit that the APA’s distiniction between adiudlcatlv,e
and rule-making P_roceedlngs should not be the test in resolving this
question., Separation_ of function should be required, and ex parte
communications forbidden in any proceeding by the agency, where
the decision is_required to be miade upon the record compiled at a
hearing. Certainly in any instance where the agency is realistically
a party to adversary proceedings, simple justice requires such a rulg.

To what extent intra-agency consultation by the decision-maker
should be permitted has been a matter of some_controversy for a
number of years. We must confess that some eminent authorities in
administrative law would consider our views “extreme”.19 If we
understand Professor Davis correctly, he would—in the interests of
“efficiency and economy”—permit the decision-maker to consult with
other agéncy staff members, including those who testified as wit-
nesses at the hearing.2) We cannot agree, but believe that at every
s,tage of such proceedings, each of the parties should have an equal
right to hear, and to cross-examing and question the evidence and
opinions offered by other parties. A system which does not protect
this right is inherently defective.

Conclusion

We would propose to do away with the institutional decision in
these Rroceedmgs and recommend: (1) that the Hearing Examiner
be authorized to_prepare an initial demsmn,_mclud!ng proposed find-
ings and conclusions, and a Rropose,d regulation which should become
final if not objected to by the parties or other persons adversely af-
fected, and _(24 If objection is raised to the Hearing Examiner’s de-
cision, the final decision should be made by someone who had no part
in the hearing or in the formulation of thé proposed order. This per-

Y avés Administrative Laiv Trea- A See footnote 19, §11.21, 13.1L
Use, 3 13.10.
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50N Sor boardf) should be appointed to a permanent position estab-
lished to act for the Secretary of HEW under powers delegated by
him.2L An even better solution would be the establishment of a to-
taII% independent Federal Office of Examiners to render decisions in
such cases. Such handling is not possible under the terms of the pres-
ent Act. The changes we have pro?osed above, however, could be
easily effected by requlation and delegation of authority within the
framework of the"existing Act.

In summary, it is safe to conclude that the new rules are an im-
provement over the old, as far as they go, We are of the strong
opinion that the rules fall far short of providing a satisfactory solu-
tion to the real problem—nhow the decision is made and by whom.

[The End]

“CLINICAL EXPERIENCE” DEFINED BY COURT
OF APPEALS

The U. S. Court of Appeals for the seventh circuit has mtergreted
the term “clinical experience” to include any experience learned before
and after the effective date of approval. The Food and Drug Adminis-
tration’s Commissioner may re-evaluate the approved new-drug appli-
cation on the basis of clinical experience without using new tests
learned after the effective date of approval. Therefore, the clinical ex-
perience showing that the use of diethylstilbesterol pellets in poultr
presented a potential cancer hazard in man was sufficient for suspend-
Ing the new-drug application. Bell v. Goddard, U. S. Court of Agé)eals
(CA-T), August 11, 1966, Food Drug Cosmetic Law Reports f 80,144,

AThe Judicjal Officer of the U. S, for the Secretary of Agriculture) is
Department o% Agr?cu?ture %w%o acts the type ofe of?i&a we ha\?e In muln(?.
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Adminisering .
That Ounce of Prevention:
New Drugs and Nuclear Reactors

By DAVID F. CAVERS

This Article, Reprinted from the West virginia Law Review (Vol. 68,
No. 2, February 1966) with the Permission of the West Virginia
University College of Law and of the Author, Is a Slightly Revised
Version of the Edward G. Donley Memorial Lectures, Delivered Decem-
ber 2 and 3, 1965, at the College of Law, West Virginia University.
David F. Cavers Is Fessenden Professor of Law, Harvard Law School.

EVERYONE_ WILL UNDOUBTEDLY AGREE that an ounce

of prevention is better than a pound. of cure, though some con-
servatives may consider the 16-to-l ratio is on the high side and pre-
fer the 9-to-| ratio embodied in the proposition that a stitch in time
saves nine. Yet, for the two subjects of preventive action to which
| shall direct these lectures—new ‘drugs and nuclear reactors—I think
it will appear that even the 16-to-l ratio is far too modest.

| am concerned with the law’s preference for prevention over
cure in these matters not onI?/ because | wish to examine with you
some problems of preventive legal action but much more because ‘the
law’s efforts in these two areas illustrate significant points of con-
frontation between law and science.

In these days, in remarking the importance of science and tech-
nology in the problems that cancern modern law, one is struck b
the great_diversity of points of confrontation between the two dis-
ciplines. They _ran?e from such matters as the proper test for crim-
inal responsibility To the proper rules to govern the behavior of man
in outer space.l Yet, among these situations, the problem frequently

1}] have Q‘a]nvasaed .some,_ cate oriea Points of Confrontation” for a copfer-
ﬂ}cet g rr}]tr%mucrﬁq,n, rienct and—ence on, I_tawf] ang the fSﬁmalI Ro_{ge of
Law Review y135 .&&165),. an(lv,I sor%e- Ncel\?vnc%rﬁ é*tey A(\)Cr?e Sr 1%%&%';&%

Il 8-
t tro- i
Wl more  XEIVE: olan, 10e;  ioceedings o which are o
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recurs whether to depend for the making of decisions upon the proc-
esses that the Ieé;al profession has developed or upon those to which
the science-based professions are accustomed. We shall see that issue
emerge as we observe in these lectures the difficulties encountered in
resolving what at first glance may appear to be essentially medical
and engineering questions.

~There is, of course, nothing extraordinary today in a legal re-
quirement obllgmg a duly authorized body to” pass upon a proposed
action on the Dbasis of scientific or technological evidence. To lplve
a homely illustration, 1 need only instance the building permif. |
have chosen from among the many examples of such requirements
the two very different determinations provided for new drugs and
the nuclear reactors for several reasons: o
(1? Because of the intrinsic difficulty of the scientific and
tecEno ogical judgments that have to be reached by the decision-
maker,

(2) Because of the importance to the apPhcant of the ap-
proval it seeks and, still more, the seriousness of the consequences
of a mistake or error of Jud%ment_ if the procedure fails to pre-
vent one, and also because of the inadequacies of remedial mea-
sures available after a mistake has been made.r

~(3) Because, especially, of the perplexing difficulty of de-

w,smg a satisfactory procédure for grant_ln? approvals and for
withdrawing them when necessary, a difficulty in which the dif-
ferent roles played by the lawyer and the scientific expert are
implicated. FI Should” explain, incidentally, that I shall ‘use the
term “expert” to cover the various categories of persons learned
in the basic and applied sciences whose scientific or professional
knowledge is drawn upon in decision-making in the two areas
with which | shall be concerned.)

- The approval ﬁrocedur_es of both the Food and Drug Administra-
tion (FDA) and the Atomic Energy Commission, (AEC) follow the
same general pattern: first comes an administrative evaluation of a
proposal submitted usually b(;/ an industrial concern, buttressed b
scientific and technoloplcal ata. In this evaluation, the informed
scrutiny of the regulafory agency’s experts will focus on the ade-

2Re|ateg to th?s considerations..is  chaser of securities,. aided b}/ grof?s-
the dependence of the expose \})HJ |Iﬁ8 s.loqal analeyst%, 15 Tikely to fare rela-
on the corr?ctgess of the approval, the tively better Jf the eEc ities, and Ex-
Inapl |t}q of. dIug._ ysers sometimes che%ne ommlssmr} alls to efjcit
even iysdmans and of th Leacor_s a full disclosure from a"corner-cutting
down- \i\ nel hPors to make their Issuer.
own evaluations. In contrast, the pur-
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uacy of the mvestu};atlons and tests that have been performed and
the_experimental data these have yielded, and will sometimes lead
to improving proposed safeguards dgainst whatever hazards the new
drug or nuclear reactor may create. Ordinarily_this administrative
process is expected to terminate in definitive action: the approval of
a meritorious proposal or the disapproval of a deficient one. How-
ever, should the views of the applicant’s experts conflict with those
of the agency’s, then the applicant has the choice either to attempt
to develop the bases of his application further or to invoke the ad-
VErsary process.

~ Up to this point, the lawyer has played a subsidiary role devoted
chlefh{ to organizing presgntations an fmdln?s and assurln% con-
formity to regulatory specifications. If the applicant chooses the ad-
versary process, the lawyer is now expected to take the center of the
sta%e, to marshal the data and. expert opinions of the side he repre-
sents while probm}n_{, with the aid of his experts, for weaknesses in the
adversary’s case. Above this battle sits the commissioner or the com-
mission charged with deciding_ between the conflicting masses of
testimony, striving where Possmle to cast findings in”terms of a
choice between ascertained truth and disclosed error (which ma%/, of
course, take the form of a deficiency of needed data). Where, how-
ever, the problem is one of degree, the issue must be resolved in terms
of a jud?ment which may be confined to the particulars of the specific
case hut which is likely to reflect broader considerations of pollc%/.
At this stage, within limits that the courts themselves have sought
to keep narrow, the defeated Joarty can have recourse to judicial Te-
view. Should the court afford no’relief, there remains onl¥ the last
resort, political action, figuratively described as “going to the polls,”
more aptly, as calling in the lobbyists.3

This pattern is the produyct of over half a century’s experience in
the United_States in fashioning the procedures of féderal regulatory
agencies. Experience, however, has been teaching that that pattern
does not fit the tasks which the FDA and the AEC are trying to_per-
form in administering their respective ounces of prevention. That
experience has shown that so much of the pattern as looks to pu,ttmg
the adversa[Y system into play just has not'worked. The disappointe
applicant will not stand up and fight, however stron%ly it may believe
In the merits of its cause. As a result, the lawyer has no chance to
perform his distinctive function; contested hearings are few, and the8

§  Of course, politjcal assistance need istereg. concurrently. The exhaustion-
ot be a “last resort™: it IS a remel ny of-rgme les_qoctrine “does not pose a
that can be, and sometimes is, admim-  condition to IS Use.
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courtts have rarely been called on to review the administrator’s judg-
ments,

This may seem a consummation devoutly to be wished, even to
an audience of lawyers, at least to such an addience outside the Dis-
trict of Columbia, "Yet, though the problems presented by new drugz
and reactor applications may come closer to the truth end of tha
spectrum between truth and power which Dean Price identifies in his
recent volume on The Scientific Estate,4 the policy ingredient cannot
be eliminated from the issues to be resolved. 'Wherever a policy issue
IS present, some members of the public are likely to challenge any
exercise of the power to decide that issue which ‘does not afford an
opportunity for the public to observe, if not to participate in, the de-
cisional process.

As will be noted as | describe the predicaments in which the
two_agencies_have found themselves, it has been the FDA in which
decision-making has been left largely within the recesses of its bu-
reaucracy,b whereas the AEC has sought, with uneven success, to
provide a reasonable facsimile of the traditional rergulato_r agency’s
P_rocedure. It is the FDA’s procedure that | shall’ consider n this
irst lecture, but, before | do so, I shall pause to demonstrate the im-
Portance of prevention as distinguished from cure in the FDA’s con-
rol of new drugs.

The Importance of Prevention: New Drugs )

Today great progress is being made in developing effective forms
of medication. New remedies have been proliferating until perhaps
90 percent of the prescriptions now heing filled call for drugs not in
existence 15 years ago.6 As was true of the drugs that preceded them,
for these new drugs “safety” is a relative concept. Even when made
and used carefully, drugs ‘may cause harm. Individual reactions to

of%\é rlegls'ligr?s mlssc?e?cetrgrﬁaw.i%os\/tw gihgléjsreugéﬁ ntw ugz}lgg rl?rrelscmlé%rlwar}g
ment, uﬁ ashed in 659, ich cuts  qther evidence rg?.lvmg rse to Fe dn[y'ﬁ
?cross wide r%n £ 0 roblvems, these lélon [warmingss See FR.
ecfures can ag 0 more than a spe- 16 06 r)n 8f 4) 19653. .
cl |ze§|%%perh |x|h tatement of George P. Larrick,

A

h lHD s ngoceedi %s remain Commissioner of Food and Drugs,
secret, the as Deen endgavoring  Hearings on Drug Safety before Sub-

to communicate the P.aseso Its e%l- committee on Intergovernmental Rela-
SIOﬂS%NIth resge t to limitations on the  tions, House Co m(’Ettee on Governmental
use 0 rugs n warnlns.concermB fera ions, 88th Cong., 2d Sess., 14
side ef ec% qbnd contra-| dlﬁatlons 964). The amount spent on pre-
resort to é e rochPres which must.ac-  scription dru f y Cﬁnsumers %s gr gvn
compz%ﬂy ru%_sam es sent t% e{)h sIcians r.?. ahout $150°million In 1940 t6 $2.2
and” drug shipments to phdrmacists.  Dbillion in 194.
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them vary widely. Dosage that is safe and effective for one person
may be ineffective or harmful for another. Moreover, an intrinsically
harmless drug may be exceedingly dangerous if it is ineffective, since
the ill—and their physicians—may rely” upon_that drug until too late
to resort to another, effective remedy.” Yet, if a drug s effective, its
value in the absence of satisfactory alternatives may amply justify
running whatever risks its use.ma}/ Create. .

We have had a near-miss from _a_?rlm demonstration of the
tragedy that failure to detect and prohibit an unsafe drug can cause.
The drug that would have provided that demonstration—thalidomide
—also provided the political impetus for the Drug Amendments Act
of 1962 'on which my lecture is focused.”

Thalidomide is a tranquilizer developed in Germany and sold
abroad in I,arqe volume under various trade names, An American
P_harma_ceutlca firm undertook to produce it here, filing an applica-
lon with the FDA under the “New_Dru?" provisions of the 1938
Food, Drug and Cosmetic Act, provisions themselves the product of
a_drug tragedg—the sale of the poisonous Elixir Sulfanilamide which
killed"over 100 people before it could be withdrawn.8

Probablly all of %ou know the story of the stubborn refusal of
FDA's Dr. Frances Kelsgy to clear thalidomide for use in this coun-
try before doubts as to itS safety had been put to rest. While these
doubts persisted, news came from Europe of countless cases of
phocomelia—they totaled 5900 in West' Germany alone. Babies
whose mothers had taken thalidomide in earI?/ pregnancy were born
without arms or legs, their hands attached fo their shoulders, pro-
ducing seal-like flippers. To this story | shall add onl¥_a word as to
some of its consequences abroad. Last spring the Times reported
that an association has been formed in Germany hy parents with
thalidomide-deformed offspring. They are pressm? the state for help
both in money and in special educational aids for their children, The
German Government had already appropriated nearly $2,000,000 to
care for these children, and this is recognized as only the beginning.9
Yet, obviously money is no measure of the price in heartbreak and
despair that the children and their families must pay for decades to
come.

Sge Hartis, The Real Voice 181:93  8The victims, totaled 107, many of
Og g19643. Tjwe boeok_earoyl 2.4 Color: whom . were ¢ ?Idren._gee Q(oung 0-
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o ON. Y. Times, June 20, 1965, p. 6L
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~Even when a drug is approved after an investigation of its prop-
erties, a mistake by the sponsor which escaRed detection or an error
in judgment by the evaluator can lead to a heavy cost in human suf-
fering to its users and to the erring manufacturer. A vivid example
of this danger appears in the case of Mer/29, a drug develo‘ped to
reduce cholesterol deposits in the arteries, a suspected” cause of coro-
nary and arterial disease. The drug was approved on the hasis of
reports by the manufacturer that had suppressed certain unfavorable
data, a suppression that later led to the criminal conviction of the
corporation and three_of its staff. However, long before this was
known, Mer/29 was widely marketed with much fanfare. Many phy-
sicians prescribed it. Afteér a year or so, however, a slow dribble of
cases began in which patients using the drug had developed cataracts
or had experienced other, less serious, side effects.10

These revelations accompanied a growing doubt as to the drug’s
effectiveness. The FDA ordered its withdrawal, and its decision was
not contested. Since then the manufacturer has been the target of
over 700 law suits by users alleging injury. It has settled over 200
of these. In one of the few that have gone to trial, a verdict of
$175,000 in compensatory damages and $500,000 in punitive damages
was reduced on appeal t0 $425,000, the punitive damages having héen
sliced in half. However recentI){ in Florida a jury was instructed that
the druq(’s maker would be liable only if neg_lqent in failing to fore-
see the kind of harm experienced by"the plaintiff, and it returned a
verdict for the defendant. | suspect such victories for the defendant
will be few: before the troubles of Mer/29 have come to an end,
someane—the maker or its insurers—will have had to pay millions
of dollars in settlements and judgments. Again, money damages are
poor recompense for damaged eyesight.1l

Once we are a?reed that prevention is the end to be achieved,
we have to confront some, basic questions. How much prevention, is
enough? Pushing prevention as a %oal to the extreme would deprive
humanity of many useful drugs. Rather than sacrifice the therapy

10 The Mer/29 case is reported in phrey, will here'gafter be cited as Hum-

Mintz, The Th ic Nigh ch,  phrey Hearings.
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that would therehy be lost, our law Bermlts some balancing of risks
against benefits. The question then becomes: how much risk is too
much risk? And where effectiveness is at issue, the question may_ be:
how much risk should be run for how little efficacy? These questions
are often posed for the FDA by the filing of a néw drug application
and sometimes by the filing of & notice that exemption is claimed for
a drug for investigational use.12

Investigating Drug Safety and Effectiveness: Herein of the IND

Whenever an application is relied on to present to an administra-
tor both the facts and the question he must decide, there is no ad-
versar% party to challenge the ade u_ac%; or the accuracy of the case
made Dy the applicant as he puts his best foot forward. Moreover,
since action on a really new drug apﬁllcatlon must precede experi-
ence with the drug in general use, the hazards of the applicant's prod-
uct can be determined” in advance onl% as these may be revealed b
the tests and clinical trials_conducted by the applicant or reported in
the literature relating to similar products. Clinical exRerlence based
on trials with 1,000 patients can provide no assurance that the hazard
that manifests itself'in one case in 10,000 has been detected.

This situation confronted the FDA as it operated under the 1938
Act’s “New Drug” provisions. The FDA expert had to evaluate such
evidence as the applicant laid before him, guided perhaps more by
his confidence or fack of confidence in the applicant than by the con-
clusiveness of the data presented.13 Where doubts arose, the standard
tactic was to find the application incomplete, denying its effectiveness
unless reassuring information was provided on' this or that point.
Since compliance was often time-consuming and costly, representa-
tives of the a[opllc,ant would seek by pressure, by persuasion, or by
shrinking its abelln? claims and adding to its warnings to get clear-
ance from the understaffed administrators.

More serious_practices developed. The conviction in 1963 of a
Washington physician for submitting reports of non-existent clinical

. The FDA may terminate an ex- 13  The sponsor of a new drug was
e gnon ermlttmg ' éerstatf shipment  not. requgrﬁd o\gwet e FDA advarce
or an In ?StlgaAIO al drug It hhere IS noth?. of fis n %stlgatorz_ lan"or thg
substantial evidence to show that the  qualfications of his “Investi t%rs, an
%rug IS unsafe for thﬁ pur os%s and.in the New Dru Appl|ca(5|on DA) re-
t\elerPaangraorSwnlc 1t | r0 gre efgr udggmne%s"\{v reC les N ezrlna mF? tfgar}
il EEJH 383?9% WSY( 9 % s um. SUp. %467). Charges of Iogse
are ten other grounds for termination.  practice . Were not uncommon,  See

Inz, cited at footnote 10, ch. 7.
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trials leads one to wonder how often creative |ma([1|nat|on was sub-
stituted_ for clinical observations.14 Even reputable pharmaceutical
firms distributed mvestl%atlonal dru%s so widely that when, for ex-
ample, the FDA sougiht 0 m_oP,up the supply of thalidomide, it had
trouble in locating all the distributees, and many of the latter had
taken their duties so lightly that they could. not identify all the re-
cipients among their patients.5 Some marEm_aI firms even found it
possible to operate commercially by marketing an investigational
drug for years—for eleven years in one case.16

_Just before the 1962 amendments the FDA took a step by regu-
lation which it had hesitated to take during the 24 Precedlng years
during which the 1938 law had given a legal basis tor such ‘action.
The new regulation17 prescribes conditions with which the manufac-
turer of a new drug—called the “sponsor”—has to_comply in order
to obtain an exemption enabling it to ship the drug in interstate com-
merce for investigational use prior to its approval by the FDA. The
requlation also requires the sponsor to notify the FDA that it is
claiming exemRtlon, and with that notice it must file its plan of in-
vestigation. The regulation specifies13 that the plan include one or
more of three phases, to be preceded by animal testing and other stud-
les to_show that the investigational plan can be undertaken safely.
The first phase calls for te_stm? physiological reactions to the drug,
and the second for testing its effects on a limited number of patients.
The third phase requires clinical trials, often involving large numbers
of P_atlents, to test the_dru?’s capacity to achieve the therapeutic ob-
jectives the sponsor claims for it, _

_Tolget_her with_its plan, the sponsor must send to Washington all
available information concerning the drug. Moreover, it must fur-
nish the names of the individual mvestlgiators who are to conduct the
plan, stating their qualifications for the type of work to be done. The

i . . Dryrkel v. Food & Drug Adminjstra-
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sponsor and each investigator are required to keep_ records and file
periodic Rro ress reports (though only the sponsor is required to re-
Bort to_the FDA). 'If any alarming reaction occurs, the FDA must
e notified “immediately.” Other adverse reactions also must be re-
ported “promptly.” Moreaver, since human beings are to be used,
not guinea pigs, all investigators are required to obtain the consent
of the subjects, “except where they deem it not feasible or, in their
professional judgment, contrary t0 the best interests,” of the sub-
jects. Some Senators had tried to include in the 1962 amendments a
rigid requirement of consent.8 This had to be modified; sometimes
the patient would lack capacity to consent, and sometimes knowl-
edge of the trial would be harmful to him. The legal and ethical
problems posed by human investigation are interesting and complex
enough to sustain another lecturg, but, since they are already the
subject of voluminous literature, 2 | shall not pursue them further.

_All the information that the FDA requires goes into the notice
claiming exem?_tlon a document known as the IND, letters symbol-
izing investigational dru?s. These INDs, now arrlvmgi in Washing-
ton at the rate of seventy per month, plus amendments and supple-
ments in the hundreds,2L are screened by none other than Dr. Kelsey,
now head of FDA's Investigational Drug Branch. Not long ago her
staff numbered. 13 physicians and three ofher scientists working under
her direction; it now"may be much blgger.ﬁlf, in this screening, an
IND reveals a dangerous or inadequate investigation plan, she gives
that IND priority in the staff's work. In case of danger, the exemp-
tion may be terminated b% order.2 More often the FDA simply calls
attention to the IND's shortcomings, and the sponsor withdraws it
pending the correction of its investigatory plan.

~ Needless to say, a screening %roces,s cannot be infallible,24 and,
since animal tests must serve as the chief basis for judgment at the
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IND stage, uncertainties as to the inferences to be drawn from these
tests can fead to debatable conclusions. However, plainly the new
procedure has provided a more solid basis of fact for new drug ap-
provals and for reducm?_the hazards of drug investigation. ~One
might have supposed that its adoption would have been hailed by the
medical profession. However, the first IND regulations the FDA
roposed were blasted by the American Medical Association (AMA).5
he AMA critics thought the FDA was putting the clinical investi-
gation of drugs into a straight-jacket and was usurgmg the medical
profession’s responsibilities.” Some criticisms were based on misun-
de_rstandm?s, and Qlarl%ln% amendments were helpful, but the AMA
still is not reconciled.% The burden_of records and reports—-red
tape” to the scientist—is a real one. The AMA warned it would di-
vert scientific talent from d,rugI investigation just as need_for it was
expanding. The pharmaceutical industry echoed this warning.

PerhaRs there has been some withdrawal of professional person-
nel from the field. Certainly the expense of the investigational proc-
ess is greater, not only because of record-keeping and reporting re-
quirements, but, much more importantly, because of the obligation
to establish the safety and effectiveness of drugs by thorough Inves-
tigation. Pharmaceutical firms have been producing fewer new drugs,
though how much of the shrinkage is due to the restrictive effects of
the new reglme and how much to the higher standards imposed is
not easily determined.Z7 Moreover, some students of drug therapy
view the smaller numbers as a blessing in disguise; the industry is
said to have been far too prolific in drugs that merely modified drugs
already available in very minor respects while submerging physicians
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under an avalanche of these new products.28 Moreover, the new rigor
has given great impetus_ to the science of clinical pharmacology, long
a_step-child among medical specialties. The new requirements neces-
sitate new techniques of investigation, especially to check effective-
ness and to identify side effects, Ingvitably, we shall learn much
more about the effects of drug action in the Auman body.

_ More serious are charges that challenge the objectivity of the
investigatory system. Clinical trials are conducted by physicians un-
der contract with sponsoring firms. The fees paid “for this service
may be substantial, and out of this fact may arise the temptation to
Prodee the answers the sponsors would liké to receive, a temptation
hat is enhanced wherever subjective elements bulk large in the in-
vestigator’s appraisal.2

. Moved. by these considerations, critics have proposed drastic in-
stitutional innovations, among them, the creation of non-profit centers
for all testing or for testing in specific fields, the pooling of industry
funds to be paid to investigators by a disinterested body, the certifi-
cation of clinical investigators so that a “CCI” would have a standing
comparable to that of a CPA.3) None of these measures seems likely
to be resorted to unless abuses under the existing sxstem grow wide-
spread. Most of the past criticisms have reflected the loose practices
prevailing before the new regulations not only required investigators’
qualifications to be reported but also imposed record-keeping and re-
Bortmdg requirements upon them. However, a further safequard could
e added and that, | believe without statutory change. The sponsor
could be required to include in its new drug application the terms
of its contractual arrangements with its investigators.3L If the re-

28Exemr}%lciwingFﬁ(re%Ee,sgi(anal concern . &)These roposa*s are summarizOeGd

rﬁe}\év[?%q, |3 Cslé% Pharmgco?rrgntTDerr%g N, Mintz, cited at Tootnote 10, at 406-
eutigs 557 (1962), and_Sheps & Shap- _ 8 The Food, Drug & Cosmetic At
s IR
Circ ilg 1 Bot reprinted  “Act’), %gltlonm _an. ex-

I%i%n 39 $m|t co g
as Exhibits 99 an 00" n Humpgrey emption ﬁ a qru ?r Investigational
Hearg\gs, citeq at footnote 10 gt. ,datuse on “the making of such regorts, ...
040. See also ur%p ementar dSt tement by . . ]hg.s onsor of the. | veshga-
bz SeBator Hu grgy, cifed at foot- tion, (inclu méJ hut not limited fo B
note 10, pt. 5 at 28]6: . alytical reports by investigators) .ob-
“T%)See Pa m’\e/Pt or R/{ugz Testln%1 faineq as the_ result of suc whv stéga-
e Uneaos uddef: in ,.Cllt%d b tional yse of such drug as the. Stc-
footnote 10 ch. or material bear- retarg Inds wil er}?b e fiim to e¥aluatﬁ
Ing on this problem, see Hgmphre the ae% and e e?tl\f]eneﬁ. 0 ?uc
He r_ms, 8|61e at 8tnote 10, pt. 4 drug In the event of the filing of an
Exhibits 206-/, at 1ol (Continued on follozving page.)
PAGE 468 FOOD DRUG COSMETIC LAW JOURNAL--SEPTEMBER, 1966



wards seemed disproportionate to the difficulty of the investigation
and the standing of the investigator, the FDA could proceed with
duly enhanced vigilance. Moreover, if these reports evidenced a dis-
turbing trend, they would lay a basis for further- reaching measures.

Evaluating Drug Safety and Effectiveness: Herein of the NDA

So much for the IND. When after months, perhaps years, a new
drug’s sponsor has brought mvestlgzatlons under its IND to what it
considers a successful conclusion, its next major step is to file with
the FDA its NDA.

An NDA that complies with the FDA regulations3 is likely to be
a formidable volume—or volumes. It reports the results of the in-
vestigations, the bad along with the good. It cannot draw on |n
vestigations reported in NDASs filed for similar drugs by the ?\PB
cant’s competitors since NDAs are held confidential. 3" The
must also summarize the relevant literature and submit the labeling
the sponsor proposes to use in marketing his product. The importance
of the Iabelmg may later be crucial since the ultimate issue will be
whether the drug is safe and effective under the conditions of use
specified in the labeling. Moreover, the labeling must not only claim
what the drug can do but must also specify its dosage and other
conditions of use and identify side effects and contra-indications. If
the drug is too hazardous for self-medication, it is classed as a prescription
drug and subjected to special requwements among them a full dis-
ot ik ormation a5 10 Sices DEVS %%%” SHa'é%HSch'é‘nﬁPué‘n”s
?&% (Pau? for such mvesrt? atT]ona? use Imp o% g/ oard. See In the M
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closure of the good and bad effects of the drug in_the labeling and
the summarization of side effects and contra-indications in its advertising.34

The NDA, one of which has been known to absorh nine feet of
shelf space, goes to the Division of New Drugs in the FDA’s Bureau
of Medicine. The 1962 Act gives the FDA 180 days to decide whether
to approve or disapprove.® Suppose after, say, 150 days, the Division
were to tell the sPonsor that more data were needed on this Eomt
or more tests on that. If the sponsor refused to comply, the FDA
would rule the application _mcomPIete and the applicant “would have
the option to request the fI|In% of he_appllcathn over protest, thereby
assuring a re-evaluation of the application within 30 days and, if it
were not approved, the opportunity for a hearing to decide whether
It is approvable.3 A hearing then would absorb much more time
than that needed to furnish the data. Therefore, the information, if
obtainable, will be added in an amended apglJllcatlon._ The clock then
starts running all over again, Clearly the 180-day time limit means
little; indeed, 540 days is said not t0 be unprecedented as a period
between initial filingand final approval. The FDA hopes, however
that a larger staff, more advance guidance to applicants, and, | need
scarcely add, some computerization will speed up its NDA operations.

The aﬁproval process is not one in which the FDA staff proceeds
between the dates of _fI|In? an application and final action on it in
isolation from the applicant. On the contrary, the FDA’s requests for
additional studies and proposals for labeling changes may give rise
to, “many months or years of negotiation,” to quote a phrase used by
a scientist with a major pharmaceutical firm, referring, no doubt, 0
informal discussions ‘and  correspondence with FDA ‘staff members.
“Nonetheless,” he continues, “with patience, perseverance, time, and

sometimes extraordinary effort, the NDA may he approved.”37

Sometimes, of course, FDA demands for more information or
tests cannot be met; the drug is one that simply cannot be shown to
be safe or effective. Facing that fact, the sponsor will drop its applica-
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tion, a less painful way of terminating its u_nderta.ka than to have
it denied. It is when"the sponsor’s executives firmly believe in a
drug and the FDA is not convinced that the really acute ﬁuestlons
in administering the ounce of prevention for new drigs actually arise.
The problem is essentially that of evaluating the evidence. "Where
the tests show that the dru% does some good and some harm as well,
does the benefit outweigh the risk?

If the application is denied, some people whom the drug might
have helped will be denied relief. The responsibility for decision is
a grave one. The final decision is made by the Commissioner of Food
and Drugs who, from 1906 until Januaiy, 1966, had never been a
Physwlan, although some _incumbents, mcl_udm? the first one, the
amous Dr. Harvey W. Wiley, had been scientists.

The Review of Denials of Approval and Withdrawals

What is a sponsor to do when its drug is denied approval ? It may
have invested much money and many hopes in the product. Ifs
scientists may he convinced that the FDA 'is wrong. Doubtless its
lawyers will want the decision reviewed.

_If there is pressure for review where approval has, been_denied,
plainly there is even more when an approval, once given, is with-
drawn. The FDA may do this on the hasis of new evidence or a
revaluation of the original evidence in the light of new developments
either clinical experience or scientific findings.3 The withdrawal
not only destroys the market for a possmlg profitable product, but
it lowers the standing of the applicant, and this may hurt the sale
of its other é)_rodu_cts_as well. It also may affect adversely the out-
come of pending liability suits.

To meet an applicant’s desire for review, the law has Provided_an
elaborate mechanism. As | reported early in this lecture, that mechanism
has not worked, or, to be more accurate, has not been tried.

The 1962 amendments provide a procedure to review an order
denying ap%roval or withdrawing a prior approval that is basicall
similar to that provided in the_new drug provisions of the 1938 act.
The aggrieved aplollcant is entitled to full public hearing before the
Secretar}q of Health, Education and Welfare (FIEW).3 In actual
fact the nearing would be held before a hearing examiner. His report
would be reviewed and a decision reached by the Secretary’s dele-

BAct §505(e), 21 US.C. §355 BAct §505(c), 24 US.C. §355
(Supp.clﬁ4). © 335 (Supp.C 1564). © 30
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gate, none other than the Commissioner of Food and Drqu.40 One
may predict with some confidence that, unless the applicant can
bring significant new testimony to the fore or can dissipate mis-
understandlng_s_concernln% its product, the Commissioner will reach
the same decision after the hearing that he had reached before it
since the latter decision would have been rendered onIY after a care-
ful appraisal of the applicant’s case informally presented.

Once the Commissioner has decided to stand his ground, the
applicant may take the case to a federal court of appeals for #UdICIa|
review.4l The review is on the record, and no new ground of objec-
tion may be presented unless there were reasonable grounds “for
failing to urge it below. Moreover, the. Act prescribes that, “the
finding of the Secretary as to the facts, if supported by substantial
evidence, shall be conclusive.” More evidence may be taken if the
court finds there were reasonable %rounds for itS non-production
but it is the Commissioner who must evaluate the new evidence. If
the court upholds his order, the court’s decision is subject only to
review in_the Supreme Court on petition of certiorari, a petition”one
may predict that body will be reluctant to grant.

~In 27 years, under the 1938 and 1962 acts, ahout 13,000 applica-
tions have ‘heen processed and many denied or withdrawn. Yet only
a single applicant has carried its” case though the administrative
hearing stage.£2 Having lost there, it went no further. Accordln%ly,
we see thatthe new drug decisions are made wholly within the FDA
without public scrutiny—you will recall that NDAs are confidential—
without public hearing, and without any formal review.

Maybe this is as it should be. Mayhe the only way to get the best
possible” decisions is by getting the hest possible” people on the FDA
staff, providing decent quarters and adequate equipment, giving them
some chance for research of their own and access to first-rate expert
advice when they believe they need it. Some important segments of
the industry are”of this view:43 So is the FDA. "Another viewpoint,

Full provisions governing the pro-  (Aug. 2 . IS0 Humphr
ceéﬁhe}oe new rug Rear.m s, mcﬁug- ISea%ngs(,)’ }%6 )at SFe ﬁostg 10“, Bt. eg,
Ing their_conduct P-( earing examiner, — exhibits 130, 131, at 945, .
?E g&r in 2l C.FR. 88130.14-130.26 ) dﬁsorln gmrenclttltng ,[oH“a? e()xn%rgsc%rdgular
“Act §5 5(h), 21 US.C. §355(h) tern of}l tﬁe ashington par, who. Is
(Sﬁ)p. %64 actdve in_food and rug aw. practice
Thi oressor of Law

s was a withdrawal hearino. and an Adiunct Pr t
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however, exists within the industry and on the part of some sRokes
men for the medical profession.4 Those who hold it contend that an
applicant ought not to be at the mercy of a bureaucratic judgment
even if able People have become bureaucrats. The best obtainable
requlatory officials are not likely to have a professional and scientific
standing equal to that of the leaders in the particular fields of medicine
and science that may be involved. Before a final decrsron IS reached
at the administrativé level, these crrtrcs contend, an applicant ought
to be able to present his case to a panel of expert advisers. They may
not often decide in his favor, but if and when they do, their décision
IS rkeI)(1 to be respected by the Commissioner. Moreover, the critics
argue tnat the mere power to demand review will assure the applicant
a more careful evaluation of its NDA.

This difference of opinion as to the decision-making process
marked a case which came closer to the hearrng start;e than any
since the Drug Amendments of 1962 were enacted. Al the risk of
oversimplifying its medical aspects, | shall describe the problem of
decision-making that it posed.

The Parnate Case

The drug in question is Parnate, trade name for tranylcypromine,
one of a class of anti-depressant_drugs_ known as MAQ' inhibitors.4
(These letters refer to mono-amine oxidase and have no connection
with the uninhibited Mr. Mao of Peking.) Parnate’s applrcatron be-
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came effective in February 1961, Its sales and sales abroad of tranylcy-
promine under other trade names were large. In six months, however,
came reports of three cases in England and four in the United States
in which tranylcypromine users suffered hypertension manifested by
severe headaches and rapidly rising blood pressure. These led the
IFEAI‘ to require a warning of this reaction to be inserted in Parnate’s
abeling.

As time went on, reports of adverse reactions stepped up. More-
over, these went beyond headaches and high blood pressure. Strokes
—cerebro-vascular accidents, as the profession calls them—began to
be reported, with 14 deaths. An odd phenomenon appeared, first re-
Borted in England, most dramatically in the case of a 19 year-old

oy who, though deﬁressed, was in good physical health and at work.

After a hearty lunch of bread and cheese one day, the boy took the
prescribed doSe of the drug and in two hours was dead. His case and
certain others revealed that the dru? suppressed an enzyme which
would otherwise have coped with the tendency of amines in the cheese
to increase hlood pressure. Certain other foods have since been de-
tected in this sinister interaction, pickled herring among them.

In September 1963, at the FDA’s behest, the compam{ sent out a
strong warning letter—commonly called a “Dear doctor” letter. This
was mailed to nearly 270,000 medical men. It led to an influx of
new reports of adverse reactions. The FDA then solicited the opin-
lons of eleven experts whose consensus was dIStIn_Ct|?{ adverse to
the drug. They thought it not effective enough to justify the risks
its users were running. In February 1964, after conferring with the
company, Commissioner George Larrick proposed to hold a hearmg
with a view to an order of withdrawal. The company then announce

a decision to withdraw Parnate from the market but refused to with-
draw the approval of its application. It asked that the hearing not
be public, but the Commissioner refused. It also asked that the views
of AMA and American Psychiatric Association committees first be
received. This too was declined on the ground that experts had
already been consulted. Battle-lines had heen drawn when, at a pre-
hearing conference, the company proposed an extensive revision of
Parnate labeling.

Just before this action, the long vacant directorship of FDA’s
Bureau of Medicine had been filled. The new director was Dr. Joseph
F. Sadusk, Jr., a highly respected pWsml_an, head of the Department
of Preventive Medicine of George Washington University School of
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Medicine.46 Dr. Sadusk may have seen in the Parnate case a chance
to put to the test his philosophy that the FDA must, “depend on the
Phy_m_man to apply_those principles of balancing efficacy a?alnst
oxicity at the individual patient level.”4/ Though his Staff was
divided, Dr. Sadusk recommended, after informal consultations with
an unprecedented number of experts, that the FDA accept a revision
of Parnate’s Iabelm%, and, on the verY eve of the public_ hearing_ for
its withdrawal, the hearing was canceled. The new labeling required
that Parnate’s use be confined to cases of severe depression for patients
under close observation for whom other anti-depressant drugs and
electro-convulsive therapy were contra-indicated and who were not
over 60 years of age and” had no prior history of hypertension. The
permitted dosage was reduced to half the” previous dosag'e, and
warnings were appended against use with cheese and with certain
other suspected foods and drugs.

Parnate went back to the market, but opinion remained divided.
Some viewed FDA's action as a capitulation to industry. Others saw
it as a balanced judgment in which benefit had been WISE|¥ set off
against risk, avoiding a protracted hearing, with one array of experts
pitted against another.

The FDA almost certainly could have found substantial evidence
to sustain its order on the ground that the drug was unsafe. For
rulings as to effectiveness, a special definition of “substantial evi-
dence” is prescribed by the 1962 amendments, and the burden of
satisfying this rests with the applicant. For this purpose, “substantial
evidence™ means
ei/_iden e_consisting of adequate and_wgll-contr.olle_?. investiﬁ;ation, inclydin
cmmaf |nveﬂ|ga¥fo s, by ex rtﬁ qualifie bY sclentific traini % ané. %xpenen?g
}o_(iva uate the'e %(itlve eSS OTI € arug Involvea, on the hasis of w If It co
z%w and responsibly be conc ud(fd ﬁ/ such gxPeEts that the dryg will have

ect It lgg to ert

the
e rts or sre[)r senteh eﬁve un e co ?lgopso use prescribed,
recomm§n or suggested In the fabeling or proposed labeling

of the arug.48

1t should be noted that an applicant who satisfies this exacting
definition is protected from an adverse finding based on the fact that
the record includes other evidence to the contrary which could be

fHFor a resumé of Dr. Sadusk’s th of the addresEj WE\iCh ﬂi5§“ SeS She
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viewed as “substantial.” However, the makers of Parnate were not
in a good position to take advantage of the term. Only a few carefully
controlled investigations had been performed to test Parnate’s effec-
tiveness, and they were far from conclusive.£9 Though the relevant
field of medicine”is not gne wherein reliable judgments are easy to
come by, most of the testimony which Parnate’s makers had amassed
reported the opinions of clinicians and case reports in their files. Only
under a most relaxed interpretation of the “substantial evidence”
test could Parnate have been found effective. Moreover, a finding by
the Commissioner that the applicant had failed to present substantial
evidence in the defined sense would itself have been a finding of fact
supported by substantial evidence in the usual sense. Therefore, it
would be sustained by the Act’s provision that the Secretary’s findin

as to the facts, if supported by substantial evidence, shall be con-
clusive. It seems plain that the"FDA was under no legal compulsion
to clear Parnate.

Review by a Panel of Experts?

Would a better way of resolving the problem have been to accept
the proPosaI of Parnafe to submit’ its claim to the judgment of a
panel of experts, despite the extensive informal consultation of ex-
perts that had preceded the decision

This suggestion presents new problems. Who would choose the
experts? How would thve\)/ meet, privately or publicly? What evidence
might they consider? Whom might they consult?

If the experts themselves had been asked, | think they would
have had quick answers for these lawyers’ problems. The™ experts

. 4OThe number of .“contr%lled stubd es” hearing.reports Dr. Sadusﬁ a havm%
Is_Uncertain, a condifion that dountless stated in 'a meeting with Parnate
refI?Fts sonﬁ.uncertamy in_the concB manufacturer that, “the studies avail-
Itselr. In” Mintz, cited”at fo bnote_ . able af the tyme. Jung% . 194] dig nat
at 199, 1t is stated that the 1 a[n%ea eet fhe dF Inition of ‘substantial_evi-
|5Cthsm _tranylfcy% mine B“S IS ﬁ ence’ of e ec?ve £ss under tne [?ng
?3/ the r\ng (i 1964 Include OHa¥ Amendment%o 192, [ltlgwm of t
ur c%nt olle Cu'“'ﬁ% tudies and t studles In the hearing lends support
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ence of efficacy.” In Dr. Sadusk's Hf S rePorted in the text, above at
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earings o Parnate, as yet un-  chjatrjc Association committees be re-
ublished, he refers to elev trolled  ceived. hefore any hearng was held
tudies eyaluated for th I m informed that the FDA qbtaine
onathan Cole of the Psychopnarmacology  Informally the views of more than 1
committed’s  physicians.
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would doubtless have had the panels chosen by a committee of “the
best men” in the profession. This committee would choose a panel of
“the best men” In the branches of the profession most concerned
with the problem. The F[]Janellsts would, if they felt any need for
help, then” consult with the people whom theY considered “the best
men” to afford them aid. They would talk to whom the?/ pleased
and listen to whom they pleased, making such discounts as the
existence of conflicts in interest among their informants su? ested.
When the time came to make up their minds, they would” meet
Prlvatel_y, and let the Commissioner have their conclusions, not a
ranscript of their discussions.

_To_ lawyers this procedure is shocking. What is to prevent back-
stairs influence, lobbying with the panel, ex parte presentation of
a one-sided story which the other side has no opportunity to rebut?5l
Is it enough that conflicts of interest be recognized in order to avoid
them ? The conflicts question is consequential since virtually all
P_ot?nft_lal panelists would have done work on occasion for pharmaceu-
ical firms.

The division on this issue throws light on a basic difference in
approach between scientists and lawyers. Scientists—and related
professionals as well—want to get the best man or_men to resolve
a problem and then to leave the matter up to them, %lvmg_them free-
dom to work privately and in confidence.  Moreover, the scientists are
confident tha the?/ can tell who the best men are, that they know
whom they can fully trust.

_The lawyer, on the other hand, wants the best procedure, one that
will provide” the gire_atest assurance of fair play and minimize the
chance for manipulation, even when the people who operate it and on
whom it operates are not “the best men” and, indeed, may, if not
carefully watched, prove all too susceptible to bias and pressures.

~ Perhaps these differences reflect differences in the fields of learn-
m_g and in the people with which the two grouPs,must deal. These
differences, | suspect, may affect many of the relations between what
we call “law” and “science.” S _

There are two other provisions for administrative approvals in
the Food, Drug and Cosmetic Act which make specific provision for
the use of advisory committees, one for determlnln? tolerances for
the residues of pesficide chemicals on raw agricultural commodities, 2

6l See footnote 43: see also Humph P Act §408(1) (d) (1954), 21 U.S.C.
I-1I§5a7rings, cited at %ootnote 10 up?.p4,reayt §346agl)§d% {SLB;) 5964).)
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the other for determining whether a color additive in a food, drug or
cosmetic is carcinogenic, that is, can cause cancer.3 The Act Con-
templated that individuals for these committees would be nominated
by the National Academy of Sciences but, if it declined to do so, by
the Secretary of HEW, that is, by the Commissioner of Food and
Drugs. The National Academy has’served in this capacity, but it has
indicated that it does not wish'to provide panel nominations for ad hoc
committees for new drugs.34 Accordingly, the FDA would have to
make its own selections.

It is noteworthy that, though the problems of pesticide residue
tolerances and the “carcinogenicity of color additives are distinctly
controversial, panels have been summoned very seldom in formal pro-
ceedings though the FDA has often consulted exRert groups.  Of
course, the applicant's right to demand a panel may nhave induced the
FDA to turn more often to outside experts before its decisions were
reached. This ,su?_gests, the rpossmlllty that their use could advanta-
%eously be institutionalized for new drug clearances and withdrawals.

or.edch branch of medicine a panel of experts might be chosen b
their peers and be prepared to serve as consultants whenever FD
encountered a serious problem in passing upon an NDA.3 An eminent
pharmacologist of my acquaintance is convinced not onI;A that this
practice would yield Sound decisions but also that having the hack-up

of outside experts would enable the FDA staff to reach decisions more
quickly and so would help in cutting down the big backlog of NDAs,

Such a Pr_opedure might work well. It has an _analo?ue in an im-
gortant unofficial body, the Committee of Revision of the United
tates _Pharmacopoel_a which determines the eligibility of drugs for
Ilstlng in that authoritative com‘oendlum.& However, | doubt that it
would resolve every case. Surely sometimes the experts would dis-
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agree. Provision has to be made for the case where the FDA and the
applicant are deadlocked, however seldom that case may arise.

In such a case a public hearing would be necessary, even though
the apﬁllcant might prefer his case to be decided behind closed doors.
But wno should sit in judgment? Certainly the Commissioner cannot
do so. His duties do not permit him to spend_ days and gerhaps weeks
In presiding as a judge in a hard-fought hearing. Probably, moreover
he will be neither'a lawyer nor a Physmlan. His Tnstincts may be sound
in gauging the wise policy to follow once the facts have emerq_ed, but,
If these are in doubt, he is not likely to be expert in evaluating the
conflicting testimony. Certainly the ordinary hearing examiner is
not. He is a lawyer skilled in guiding the course_of the hearing as its
presiding officer and. in rulln% on procedural points. However, if he
makes findings of his own, they are the findings of a layman. The
Commissioner, whether layman, ‘scientist or physician, is not materially
advanced by them in reaching his own decision.

Spokesmen For The Consumer Are Heard From

So far, | have discussed problems of decision-making as if the
only question were how to assure fair treatment of the applicant against
biased or ill-informed bureaucrats. However, there is another ques-
tion for us to worry about: can the bureaucrat always be counted on
to protect the public interest?

The phenomenon of the reg\xllato_rs’ becoming the protectors of
the regulated is not unknown to Washington. Indeed, it is commonly
charged that, in the course of time, staffs of requlatory agencies either
become prone to adopt the viewpoint of the regulated industry (which,
unlike the dru? industry, is often in_economic difficulties) or, worse,
become hopeful of joining its ranks.5” The FDA has fared better than
most agencies in avmdmg suspicion on these counts, but it has not
escaped unscathed. The drive for legislation that led to the 1938 Act
was initiated by a volume entitled One Hundred, Million Guinea Pigss8

oo s s atr SR IAK olie ‘%H%’"?QF% fon o

ou%gs Ethics in Government 29-30  Consumers’ Research, Inc., which, in
t198 It. Is, quoted _and;{ ap?he to  addition to evaluatin coqsumfr rodugts,

a
e FDA in Mintz, cited at' footnote Urged better consumer legisfation. Seé
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which directed its golemlcs not onIY against the industries but also
against the FDA. So does the newly published volume. The Thera-
peutic nghtmare by Morton Mintz,"which joins the FDA with the
AMA and the PMA as co-defendants. The volume draws heav#
eann%s before commlttees presided over by Senators Kefauver®and
Flum Only last sp rlng the subcommittee on Intergovern-
mental Relatlons of the Flouse Committee on Government Operations,
chaired by Representative Fountain of North Carolina, brought the
FDA’ administration of the new drug laws under fire.6l

These hearings, particularly the most recent, demonstrate the
difficulty of administering a regulatory law' behind closed doors. The
Fountain Committee wants to know just how FDA's decisions w'ere
reached, by whom, and on the basis of what deliberations. For ex-
ample, the” Subcommittee spent two days of hearings on the Parnate
decision last June. It directed other hearings to other close decisions®?
and, if ong may gauge the assumptions with which it began the tenor of
Its inquiries, the Subcommittee and its staff believe that the FDA had
been soft on the drug industry to the detriment of the public.

Dr. Sadusk of the FDA stoutly defended his Parnate decision.63
He sawr it as a vindication of his pollcy of trusting the medical pro-
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fession. He pointed out that, since August 1964, when Parnate went
back on the market, it had been administered to an estimated 122,000
Ejat!ents. Only four strokes involving users had heen reported_ in the

nited States since the drug’s marketing under its new labeling, no
deaths having resulted in the four cases. (Since then a (iuestlonable
new case of mortality has been reported.) Dr. Sadusk noted that the
incidence of reported strokes to patients treated with Parnate is .33
per 10,000 which he compared with the mortality rates for other anti-
depression treatments: § fatalities among 10,000 patients g}lven elec-
tric-shock therapy; 10 fatalities among the same number treated b
central nervous system stimulants; and 60 fatalities amon%,lo,OOO for
insulin shock therapy. Behind these figures is another which he did
not present: the grim suicide rate in cases of severe depression,6t a
_ftacto][ ¥vh|ch brings Parnate’s dubious efficacy into the evaluation of
its safety.

With his administration of the Medical Bureau under fire, Dr.
Sadusk assembled the FDA's Medical Advisory Board for a meeting
last July. The Board, after a review of the Parnate and other prob-
lem cases, ag_reed with his_judgment and complimented him on the
progress of Nis administration. “Then it turned its guns on the Sub-
committee’s position on the issues of confidentiality of the Bureau’s
decision-making.83

Counsel to the Subcommittee had asked for records of adverse
reactions rePorted to the FDA with respect to certain drugs, seeking
the names of the %atlentsJ their ph¥3|0|ans and hogpitals. The Advisory
Board declared this a violation of the confidential doctor-patient re-
lationship that had to be preserved if the adverse reaction reporting
system which the FDA s striving to develop is to survive. The Sub-
committee also had sought transcripts of conferences between the
FDA staff, its medical advisers and industry representatives. In such
joint conferences, the Board declared, “the most effective method of

ol Statistical rates as to suicide tne fa%t that it did .not caus(f death%
among severela/ epressed .persons (of  through its.own action would not, o
which™ psychi trg re pv%nl es several coursé, justity Its use. Hqwever, the
ca%F ories) present diversities which — new Tre ulred Ila elweq indicated Par-
re et}1 arl?tg 0 uruverse r(im nate ﬁr use on g/ re eectrocgnvul-
Y{lhlc the samples are taken. IearR/, siye terapg coul noé be used and
owev?]ri, rt]hese sulcide rates gre ma ofher. anti-depressant drugs were In-

gmga a?ernttga%eitne t%%rtea Itéé/raatﬁ ° &CEX? the text of resolutions. passe
o?]thg ethods W |cthr. %a usk com- at a meegn dp% t%e 7IQPg\Qs l\fe |caq
IT ParRate ere dvisor o%r . See 2 C Rep. No.

ared. to Parnate,
? less . effective than tnose 29, at 24 (July 19, 1965).

teria
otﬁer mgthods In preventing suicice.
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communication involves a high degree of mutual respect and courtesy.”
Evidently the Board anticipated congressional criticism on the score
_ofdfaltlure to maintain the adversary Spirit in these contacts with the
industry.

The Board also resolved that the Subcommittee’s efforts to secure
the tapes and transcrl?ts of advisory committee meetmgis would de-
stroy the usefulness of such gatherings. It pointed out that, on con-
troversial issues, there would e differences of opinion that should be
aired in a frank and free discussion. This should be recorded to per-
mit review. After review and the making of recommgndations, the
tapes and transcripts should be destroyed. “Under no circumstances,”
the Board declared, should they be, “transmitted to a third party.”

_Finally, the Board noted that the Subcommittee was probing the
differences of opinion as to the handling of problem cases within the
FDA’s medical staff, differences that apparently had been sharp. The
Board declared that the final decision must be that of the head of the
medical staff and that, accordingly, the contrary views of his subordi-
nates should not be set against his. This issu¢ has long been a bone
of contention between the Executive Branch and the Congress. When
the Congress is challenging decisions made by department or bureau
heads, it likes to look for dissent and to attack a bureau chief’s views
by invoking his staff's arguments which he had rejected in reaching
his own conclusion.

Through all these problems that the Subcommittee’s probe has
brought tothe fore, there runs a recurrent conflict of values. On the
one hand, we have the concern of the governmental agency to enlist
the full cooperation of a profession which has long been committed
to confidentiality and hostile to the adversary process. On the other
hand, we have the public’s concern to assure”the vigilance of its pro-
tectors in preventing harm from risks created by an industry that may
be over-eager to exploit new and hazardous drugs. Secrecy in the
deuslon-makm? process, the denial of knowledge Concerning it to the
P_Ub|IC, breeds the suspicion that the public’s interest is being sacri-
iced, a suspicion that can be scarcely be overcome by the FDA’s prac-
tice of requiring extensive disclosuje of adverse findings in the bro-
chures accompanying the prescription drugs that it approves.0 To

&SSee| footnote 34. The disclosur.js r(comm nlaznczled the “[%aeckfa?ge _ir:gert”)

cg{)rentg/ Je uired, while necessamg or Indocin (trade na I ingdome-
aorevi ted, and .Unable to provide thacin), a ne @mde aH) are_ntye?ectlve
%?e%se?o ﬂ)fwée mvesﬂgzﬁletoq(e v%r?lpne- («:ﬁn“" Tumatlc dr g‘_’wnh a unll%e
than may Ibe supposed. Thus the broc urg (Continued on following page.J

, are emical  structure, “IS accompan
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satisfy the public's, desire to know fully would play hob with the
industry’s interest in bemg able to reap ‘the reward of successful re-
search in discovering and e_velo[mng anew drug. This it can best do
by concealing its investigational procedures and experience and its
manufa,cturmgz techniques from its rivals long enough to establish a
firm grip on the market for the drug. Public proceedings also may
bring new problems to the fore, as the AEC has found in the licensing
of nuclear reactors, In_my next lecture, | shall examine the AECTS
problems in administering’its ounce of prevention and contrast them
with those of the FDA. The AEC’s experience has suggested to me
some_measures which might on occasion afford a means of escaping
the dilemma that confronts the FDA.

[To be continued in the October issue]

STUFFED TURKEY DECISION AFFIRMED
BY U. S. COURT OF APPEALS

~ The Supremacy Clause of the United States Constitution was not
violated by a New York State law which required packers of frozen
stuffed turkeys to state the net weight of each turkey, stuffed or un-
stuffed, on a label. The federal law required an “aﬁproved” label of
the net weight of each frozen turkeg. Even though the Department of
Agriculture "had rejected a proposed label of the packers which would
have comﬁlled with New York state law, a direct conflict was not shown
because the ﬁack_ers failed to exhaust their administrative remedies by
requestm? a earlnP from the decision. Sivijt and Co., U. S. Court of

Appeals (CA-2), July 12, 1966, Food Drug Cosmetic Law Reports f 40,234,
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Iya w gaufents with regional entenH ulceration, and adds, “Tfere have heen
eated for from four t six montns Eeports of sgvere I’e(% mﬁ and, of Per-
ut adds, “in view of the paucity of foration with. a few fafa I“ef' 0 har
be afa,” the dru shouﬁ Hot a ¥et adverse reactions are similarly treated.
e given to patients In that category
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WASHINGTON

REGULATIONS

of the Food and Drug Administration
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Invi\stlg%nonaa“ nsr%ave eeelrrl]etljssug

z oo and Drug dm|n|strat|oH
fining the “consent™ that I require
rom a 8atlept {0 vﬂaom aH mvestlga
lonal néew dru Wll he a hnlser
xcept . In. un £ases, Bgsman
must™ obtain the wnt{en consent o
Hatlents Qr the use 0 mveshqatl na
rugs This rov%smn iS¢ nta] ne J]
r%ec ion 305 0 e Fe ra FQo

9 rpetlc Act. atden

have Oga capacity and freedom

c0|ce an must e given necessar
|é1f0rmat|on about the |nve?t ngatlgn

g Hexc tion will be Tinfited to
cases wnere .the patient cannot com-
mun call As representative |s not
available (f it 1S nece a toaml
ster rug withou e 50,
Ister the thout A

nsent re nemené m|t11
ft e patient’s con %on woul S%Er

conssnt we&e 30”,9 t Reg ]
ﬂ?OdSa? rug osmetic aw eports
Antihiotic Drug Report Spurs FDA

to ct|0n [n response to a r or(!
e use of . antibiotics, the Foo
and Administration has Issued a

state ent of po has proposed f
e

i o S
hetdata or eva uathn fq, defermine

er or no(lj such anfl ||0t|<:s are
present as residues In edible tissues,

PAGE 484

m!ilr and eig s f m \%% treate? ani-
%120 11 %nd E estah| gh
Or_ es( ues i Chlortetra-

‘c°€ﬁ%2°es il i
shyanga s% aseH

ou r1r?/
ont ure of thes at||t|cs {0
meet quidelines Set UR y the Commit-
}ee fo evaluatmg anti |ot|cs use in
ood preservation.

In an effort to de&%rmme effﬁctlve

ness and safet% the

Frauon ﬂ e &ar ent 0

ture will . seek ne In ormatlo

r.antibiotics.. Informati n a oudL
% fl |ot|e c ntam|nat|on In

rugs Wh nt t0 concerne P
tles eysmgans vetermar ans
oy armeLrs 58 o o
osmetlc aw eo t
posed Revocatmnp f §0 146,

Pose é rbal Drt}g Names have been PrB-

roposal fo estab-
?P new reg Ieé on’ to gesignate
orrici na es rutg a& een
Issue Food a ru
|strat|on The officia Panf] lass ca
gon 'ﬁaﬂ zéttem pt to 8ar names
whic 9 are esw ate Pthe
Interest of usefulness ana simplicit
f adopted, the 28 official names are
the names. that must appear on the
drug labeling for those drugs. View
and” comments by interested persons
may be filed by October 14, 1966.

Food Drug Cosmetic Law Reports
1180142

FOOD DRUG COSMETIC LAW JOURNAL---SEPTEMBER, 1966



CCH Announces Brand-new Addition to @@
the FOOD LAW INSTITUTE SERIES . . .  H

0ASES ANO MATERIALS
ON FOOD AND DRUG LAW

— | Study in Consumer Legislation —

by Thomas W Christopher

Here is a brand-new approach to the complicated task of unravelling the array
of cases and materials as they apply to food and drug law. Ideal for ready ref-
erence or textbook use, this 928-page volume represents an important contribution
to an understanding of the Federal Food, Drug and Cosmetic Act and related federal
or state laws. Texts of the important portions of all leading cases in the field of
food, drug, cosmedc and related law are authoritatively reported, together with

valuable commentary to facilitate a broad understanding of the material involved.

CONTENTS

The Food and Drug Law Factory Inspection

Adulteration Res Judicata: Collateral Estoppel

Misbranding of Food Other Administrative Proceedings

Food Standards
Drugs

Food Additives, Color Additives,
Pesticide Chemicals

Prohibited Acts
Seizure Actions
Criminal Actions and Penalties

junctions

Other Food and Drug Statutes
State Food and Drug Law
False Advertising

Product Liability

Table of Cases

Topical Index

Appendix

Write for Your Copy Todayl

Everyone corcerned with the food and drug field should have a copy of this

informative new book. It's easy to order. Just fill in and mail the handy tear-off

Order Card attached. Prompt action

insures prompt delivery.

Price, $25 a copy.

Commerce,Clearing™oul|, Snc?

PUBLISHERS TOPICAL L AW REPORTS

2NéfW YORK 10017 ghica 060646 Washington 20004

4 LEXINGTON Ave. 4025 W. Peterson Ave. 425 13th Street, N. W.



FOO[B AW?SU%RFMETIC B o

PAUBLISHED BY,
Comme rce,él earlng-House"lnc.,

PL BLISHERS Of TOPICAL LAW REPORTS
4025 W. PETERSON AVE., CHICAGO. ILL. 60646
Return Requested

A COMMERCE CLEARING HOUSE PUBLICATION



	FOOD DRUG COSMETIC LAW JOURNAL 1966 VOLUME 21 NO.9
	CONTENTS
	REPORTS TO THE READER
	The Common Market and Harmonization of the Food Laws
	A Look at FDA’s New Rules of Practice— and Problems Still Unsolved
	Administering That Ounce of Prevention: New Drugs and Nuclear Reactors
	REGULATIONSof the Food and Drug Administration

