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HE EDITORIAL POLICY of this
Journal 1S to record the progress of

T

the law in the field of food, drugs and cos-

metics, and to provide a constructive dis-
cussion of it. according to the highest
professional standards. The Food Drug
Cosmetic Law Journat IS the only forum
for current discussion of such law and it
renders an important public service, for it is
an invaluable means (1) to create a better
knowledge and understanding of food, drug
and cosmetic law, (2) to promote its due
operatic'ii and development and thus (3) to
effectuate its great remedial purposes. In
short: While this law receives normal legal,
administrative and judicial consideration,
there remains a basic need for its appro-
priate study as a fundamental law of the
land; the Journar IS designed to satisfy that
need. The editorial policy also is to allow
frank discussion of food-drug-cosmetic
issues. The views stated are those of the
contributors and not necessarily those of
the publishers. On this basis, contribu-
tions and comments are invited.
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REPORTS

About This Issue.— This month’s
Journal contains two Charlgs Wesley
Dunn Memorial Lectures. These lec-
tures were created in hongr of the late
Mr. Dunn, who was one of the founders
and the first president of The Food
Law Institute, Inc. Tobias G, Klinger
spoke at the University of Southérn

alifornia Law School on April 9, on
the subject of “Ours Is a Government
of Laws—Laws, Laws, Laws.” He
remarked that in recent years, requla-
tions pertammq( to food and drutgs_ ave
“seemed to take on the characteristics
of a veritable é)opulatlon explosion in
statutory and requlatory terms.” How-
gver, It”is his belief that if industry
“can demonstrate its own responsibility
and its ability to control and regulate
Itself, and even su %est necessary leg-
islation and requlation, the men in our
government . © . will, ... be happ
—and even eager—to permit and eri-
courage such @ wholesome trend to
grow and develop.” Mr. Klinger, whose
comments appear at_page 252, s a
former Assistant United~ States Dis-
trict Attorney and former president of
the Federal “Bar Association of Los
Angeles. _A Washln[gton, D. C. attor-
ney, H. Thomas Austern, presented the
second lecture at the New York Uni-
versﬂz School of Law on Ma¥_ 6. On
the subject of “Drug Regulation and
the Public Health,” "he discussed the
side effects and contraindications of
Congressional committee post hoc medi-

REPORTS TO THE READER

TO THE READER

cal judgments. This timely article be-
gins on page 259.

Two industry lawyers discussed welghts
and measures” trend and developménts
at the annual conference of the Central
States Association of Food and Drug
Officials. . The Head of the Commer-
cial_Division, Law Department of
Swift & Company, Harv¥ L. Hensgl,
told of the importance of uniformity
In that field, while recent developments
In weights and measures labeling was
covered by George M. Burditt, & Chi-
cago attorney. These Bapers appear
at"page 274 and page 279.

In an article beginning on page 290,
Commissioner George P. Larrick de-
scribes the FDA's efforts to improve
controls in frozen foods.

The storY behind our country’sNPres-
ent drug faw is reviewed by M. L.
Yakowits, who is Director of the Di-
vision of Case Supervision, Bureau of
Regulatory ~ Compliance, Food and
Drug Administration. In a paﬁer ap-
pearing at page 296, he traces the evo-
lution ~of drdg laws in this country
from the 1906°Act to the present.

Ralph G. Smith explains the govern-
ment’s control of new' drug testing and
introduction in an authoritative paper
starting on page. 305. Dr. Smith is
Director of the Division of New Drugs,
Bureau of Medicine, Food and Drug
Administration.

PAGE 251
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FoodDrugCosmetic Law

Ours Is a Government of Laws—
Laws, Laws, Laws

By TOBIAS G. KLINGER

Tobias G. Klinger, of the Los Angeles Bar, Delivered
the Charles Wesley Dunn Memorial Lecture at the
University of Southern California, on April 9, 1964.

Charles Wesley Dunn Memorial Lecture this year, and wish to
vexpress my personal appreciation to the Food Law Institute in estab-
lishing these lectures at five leading law schools in honor of Mr. Dunn,
and to the University of Southern California Law School. | was
privileged to meet Mr. Dunn personallz only on a few occasions—too
few—but as | mention his name | am keenly reminded of the impres-
sion of strength and grace and character which he made upon me
and which seemed to emanate from him at all times and in all cir-
cumstances. He was one of those rare individuals who combined in
himself those qualities both of intellect and spirit, of mind and prin-
ciple, which we associate with our finest human beings.

I FEEL DEEPLY HONORED to have heen invited to give the

Tribute to Charles Wesley Dunn

Mr. Dunn was without question the Dean of, and universally
considered the foremost authority in, the field of Food and Drug Law.
His activity and his accomplishments in this growing, expanding and
dynamic area are so numerous and pervasive that merely to list them
would take more than the time we have available this afternoon. Nor,
| believe, would he wish this time spent in this way, for his intense
and wide-ranging interest in this field was not limited to its purely
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IeTg_at\I aspects, although, certainly, he did not neglect that vital part
of it.

His establishment of The Food Law Institute, the promotion of
?raduate instruction in food and drug law, and his many authoritative
egal works and publications testify to his interest in the law far more
eloquently than any words of mine. But he did not seek to analyze
the language of a Partlgullar statute or the precedent established by
a particular judicial decision as solely a legalistic matter as so many
lawyers have a tendency to do. He saw it all as a Rart of the fabric
of our society, as an integral part of the world in which we live, and,
more important, as the kind of a world and the kind of a society in
which we would like to live. His guiding principle was not at any
time a narrow, partisan one favoring industry as against government,
nor was his opposition at any time to any proposed legislation or
requlation blind or emotional in character. He favored and supported
those measures and those proposals which were in the public interest
even though they called frequently for the increased regulation of the
firms and industries he so anly represented as a private lawyer.

Nor as | read his biography did he consider the government as
some alien, antagonistic entity to be fought at all times and on every
front, right or wrong—an attitude, unhappily, all too common today.
Instead, as his service on the National Citizens Advisory Committee
on the Food and Drug Administration and the Attorney General’s
National Committee to Study the Antitrust Laws demonstrates, he
recognized that the government was our government and he attributed
to its members the same sincerity of purpose which he himself had.
As one publication so accurately put it,

: hgang of the changes in the industry’s stat?s refle%t nis stu b?rn (Persis nce,
skilled n goilatl ns a @r unwaverin a%umens which ne used to drive, force

coerce and lead Indus ¥ mﬁo accepting. new positions, usually on"a common
ground with government tegulatory agencies.

Prediction for More Rather Than Less Regulation

~Itis in this spirit, in the true spirit of Charles Weslely Dunn as
| interpret that spirit, that these remarks are made—and | hoFe will
be understood. We are all aware of the increasing proliferation of
statutes, rules and regulations. They seem to be steadily expanding
in almost geometric Pro ortions in all fields of activity. That this
has been true in the fiela of Food and Drug legislation, we here cer-
tainly know only too well. Since 1938 there has been a steady march
and increase in the amount, variety and complexity of legislation and
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regulations pertaining to foods and drugs. It has in recent years
seemed to take on the characteristics of a veritable population explo-
sion in statutory and requlatory terms. And the end is not yet in
sight.  If anything, %lven the existing situation and assuming that
the forces at work will continue, it is a safe prediction that there will
be more rather than less regulation. This may not be particularly
true of the field of food and drug regulation—for the same thlnfq IS
taking place in many other areas—but it is certainly true in the field
of foods and drugs.

The limitations of time—not to mention my own limitations—do
not permit an examination of all the forces at work which are
accelerating and spurring this trend. The constantly growing com-
plexity of our society and industrial practices, the increasing depend-
ence of the great mass of our population upon others for supplymﬁ
everything which goes in or on our bodies, are facts which are we
known and show no signs of abating. The individual consumer or
user is not able to protect himself and in the absence of some inter-
vening protector, the only alternative is government regulation.

Thoughtful observers in the Food and Drug field deplore and
condemn the ever-increasing volume of complex laws and regulations
in this field and the concomitantly growing power vested in the FDA.
There is virtue in deploring this trend and callmq attention to it so
that to the extent possible it will be slowed, or at least will not grow
more rapidly than the public need requires. But | suggest that no
amount of pointing with alarm alone, however sincere, and no amount
of nostalgic yearning, however intense, for simplicity and nonregula-
tion will” stem the growing tide of statutory and administrative
regulation. To reverse a familiar line from a well-known popular
_son%, “Wishing won’t make it so.” To say that it must stoP or that
it should stop Is mmplg_a King Canute-ism. It didn't work for him a
thousand years ago and it won't work any better now.

The explanation is not found, as some suggest, in an extension
of Parkinson’s law to the effect that statutes and regulations by a
natural amoeba-like process beget more statutes and regulations.
Nor do | believe that It can be explained satisfactorily by the assertion
that administrative agencies such as the FDA are constantly seeking
to expand their jurisdiction and power merely for the sake of asserting
greater influence over a greater area. There may possibly somewhere
e a grain of truth in each of these aIIeFed explanations which have
by now become clichés in our political lexicon. But if there is such
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%rain of truth, it has not been fairly proved. It is arrived at by noting
the trend of increasing and expanding re%ulatlon and control an
assigning to it the explanation of a natural process or bureaucratic
ambition, without examining in each instance the history and back-
ground affecting a particular statute or rule.

Majority of Laws Enacted to Meet Particular Problems
| believe that it is far more fair to say, and supportable by evi-
dence, that the great maiorlt of the laws and regulations which have
been enacted and promulated in the Food and Drug field are enacted
and promulgated to meet %artlcular abuses or problems, usually wide-
spread in character, which rather directly affect the public welfare.
his can be documented far more completely than any Parkinsonian
or self-generating expansion-of-administrative-jurisdiction explanation
can be. Frequently, the particular event which results in the enact-
ment of what appears to be a far-reaching piece of legislation is a
dramatic and tragic one. It is well known that the Food, Drug and
Cosmetic Act of 1938 was finally enacted by Congress, after languish-
mH.there for several years, as the result of the Elixir Sulfanilomide episode
which caused 107 deaths in this country. The Drug Amendments
of 1962 were making little meaningful proFress in Congress until the
Thalidamide disaster dramatically revealed to Congress and the
American public the dangerous practices which the “existing drug
laws permitted.

These, of course, are dramatic examples with which we are all
familiar, but the same Underlyinq forces are constantly at work and in
my view produce the great bulk of the legislation and regulation
which so many of us wish was unnecessary. Again, let me emphasize that
proposed legislation and regulation which extends the area of control
and increases administrative power should be carefully but responsibly
scrutinized to determine whether it is responsive to a need which actually
exists and is reasonably calculated to meet the problem at which it
is aimed considered in its true dimensions. By that | mean, that
sweelplng legislation and regulation encompassing broad new areas
should not be enacted to meet relatively minor problems. They should
be seen and measured in their true perspective, and dealt with
accordingly.

Nature and Congress abhor a vacuum, and hoth move in to fill it.
What | have been saying is that it is this extension of a physical law
to government which more readily and, I submit, logically explains
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the phenomenon of greater and greater.re?ulation. The answer, if
there is one, is suggested by the physical law | have mentioned,
namely, fill the vacuum before nature or Congress does. In short,
qulslatlon and regulation in the Food and Drug field can be reduced
only to the extent that the specific and urgent problems relating to
consumers” welfare in this area can be minimized or solved by
industry itself.

Self-Regulation of the Salmon Canning Industry

~ There are doubtless many ways in which this can be done, and
in specific areas it has been done.  The self-requlation of the salmon
canning industry through arrangements worked out by the National
Canners Association in cooperation with the FDA is an outstandmg
example of such self-requlation—self-requlation which has benefitte

both ‘the industry and the consumer, has greatly reduced, if not
eliminated, the need for governmental enforcement action in this
area, and has thus at the same time provided a welcome reduction
in the work load which the FDA carries. Self-regulation represents
a challenge of vital imEortance to the industries which come within
the jurisdiction of the Federal Food, Drug and Cosmetic Act, but a
challenge which is at the same time complex and difficult to meet. It
requires an industry which is sufficiently well organized and sufficiently
motivated by principle to be able to control the relatively few among
them who create most of the difficulty. 1t is axiomatic that bad cases,
that is, cases with difficult facts, produce bad law. It is equally true
that the few in each industry who disregard the consumer and reduce
the free competitive system to the law of the jungle, create the prob-
lems and difficulties which affect all the others. Can industry regu-
late itself? Even if it were admitted that it cannot by its very nature
do so entirely, | believe that to a considerable extent, and in specific
areas, it can.  The effort, in any event, must be made, or the rlsmg
flood of legislation and regulation will continue inexorably an

inevitably to rise.

Differences of Opinion Between FDA and Industry
Much of the regulation under the Federal Food, Drug and
Cosmetic Act and related legislation is based upon scientific data or
qualified professional and scientific opinion. There are differences of
opinion between the FDA and various industries as to the scientific
accuracy or validity of some of the positions which the FDA has
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taken upon which some of its regulations, both promulgated and pro-
posed, are based.

This appears to be particularly true in the field of dietary food
supplements, with which | am somewhat familiar. Thus, to take only
two points, it is generally believed and urged by honest and respected
members of this industry that the FDA is not correct in declaring
that the average American diet supplies all the vitamins and minerals
which an individual needs, and in declaring that the minimum daily
requirement is sufficient in cases where such a minimum has been
established. The same difference of opinion certainly exists in other
areas as well, The answer—again, if there is one—is not for industry
merely to reiterate and restate the difference of opinion which exists,
but to do something affirmative on an organized industry-wide basis
about it, namely, to do the scientific research and obtain the valid
scientific evidence—if it exists—to support the industry’s position.

Some work has certainly been done along these lines as a recent
IS_Yndlcated article by Dr. F."J. Stare of the Department of Nutrition,
arvard University, makes clear. In the article to which | refer
Dr. Stare points out that while we have sufficient food of sufficient
varletY adequately to nourish every citizen in this country, the last
annual report of the National Vitamin Foundation contains evidence
that manK Americans of all ages and socio-economic brackets have
food intakes that provide nutrients below the amounts considered
desirable. This is significant and points the way. Here, again, it is
not sufficient to curse the darkness; the bright searching light of
scientific and clinical inquiry should be turned on ever more brightly
b¥ industry itself. To the extent that this is done, valid differences
of scientific opinion can be validly resolved; to the extent that it is
not done, the scientific views and opinions of the FDA will neces-
sarily prevail, largely by default.

Conclusion

We like to say that ours is a government of laws and not of men,
and it is from this oft-stated prmmﬁle of our system of government
that the title of these remarks is taken, but like so many statements
of principle which seek to encompass great meaning in a few words,
it is only partlﬁ/ true. Our laws are proposed, considered and enacted
by men, and they are thereafter administered and enforced by men.
Anyone who thinks that all Ie?islation in this field emanates from
the FDA and that Congress rolls over and plays dead whenever the
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FDA lifts its finger, should read the series of articles entitled “Annals
of Legislation” recently appearing in the New Yorker Magazine
describing the struggle waged almost single-handedly by the late
Senator Kefauver for the enactment of the 1962 Drug Amendments.
If industry, wherever possible, can demonstrate its own resPonsm!Ilty
and its ability to control and requlate itself, and perhaps, from time
to time even suggest the legislation and regulation which its own
research and fair appraisal convinces it are n_ecessa[r, the men in our
Eovernment, both Congressional and Executive, will, I am satisfied,
e happy—and even eager—to permit and encourage suc ?]Wh0| -
some trénd to grow and” develop. The En

WRINKLE-SMOOTHING SKIN LOTION SEIZED

A ﬂuanmy of wr_m_kle-smoothmg skin lotion was seized hy the
Food and Drug Administration on charges that the lotion is a’New
Drulg not covéred by an approved New Drug Application belng
marketed under false “claims, United States marshals ‘seized over 3!
cartons of the product April 30, 1964, in possession of a dealer at Balti-
more, Maryland. Also seized was a quantity of promotional material.

Papers filed in the Federal District Court at Baltimore made the
following charges:

(1)f The product is a New Drug not generally r,ecognized as safe
and effective by qualified experts for prolonged, continuéd use for re-
moval of wrinkles and no New Drug Application has been approved
under the Federal Food, Drug and Cosmetic Act.

, (Zg,The ﬁroduct is misbranded because its labeling is false and
mislea mg when read by the ordinary consumer. The gavernment
charged that the Iabell_n? resents an exdggerated statement of what the
drug will do and a misieading statement of how 1t works.

Mlddle:aped women are led to believe that “this is a newly dis-
covered article produced after years of research which will immediately
and dramatically eliminate all "her wrinkles, mcIudmrIJ_ crowsfeet, pufty
under-ea/ circlés, Iaufgh, frown, smile and  throat Tines, through its
action of tightening, firming, moisturizing, freshening and tOﬂInF er
skin, that this facial and néck skin improvement can”be accomplished
in minutes and will last for hours . .. that the drug has the capacity
to provide a youthful appearance to the skin. . . .”

The gov?rnment charged that actFaIIy the product has only a
temporary efrect on_wrinkles, that reqular applications do_not provide
any permanent benefits, thaf the drug has no astringent action adequate
t? draw. tqe skin anﬁl_ eradicat _wrlnkle? i)r rovide the other claimed
effects, including making the skin youthful again.

3). The drug js fabricated from twq or more ingredients and its
Iabel(fguls to bear the establls%ed name 0? each active ?ngredlent.

FDA said the promotjonal material seized included streamers,
leaflets, cards, placards, oofﬁets am(f?l a 3|spiay board.
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Drug Requlation
and the Public Health

SIDE EFFECTS AND CONTRAINDICATIONS
OF CONGRESSIONAL COMMITTEE POST HOC
MEDICAL JUDGMENTS

By H. THOMAS AUSTERN

The Second Annual Charles Wesley Dunn Lecture on the Food
and Drug Law at New York University School of Law Was
Delivered by Mr. Austern on May 6, 1964. Mr. Austern, of
the Washington, D. C. Law Firm of Covington & Burling, Is an
Adjunct Professor at the New York University School of Law.

| N OCTOBER 1962 Congress finally enacted the sweeping Drug

Amendments Act of 19%21 a bill that had provoked intensive
controversy for more than three years.2 Yet it was ultimately passed
by the unanimous vote of both the House and the Senate 3—a unanimity
that, so far as | know, had never before been achieved in major legis-
lation, not even a declaration of war.

Those who have read, in recent issues of the New Yorker,4Richard
Harris’s colorful, extensive, and not always accurate “Annals of
Legislation,” know that final passage was friggered by the eglso_de
involving thalidomide, the sedative which produced limbless babies
when administered to women in early pregnancy.

LP. L. 87-781, 76 Stat. 780 (1962), 2108 Congressional Record 17422 ?11962
ood Drug Cosmetic Law Reports éSen? I’OA-C&H vote): 108 Conhgres-
IM550-T 611 (codified in scattered sec-  sional Record 21092 519 %) FEHOU e voice
tions 0f 21 U, S. C.). _ vote): 108 Congressional” Record 22041
2The confroversy started with the (1962) (Senate voice vote on Ezonfer-
Kefauver pricing hearings in 1959, and  ence re?ort ; 108 Congressional Recor
roceeded through the “submission of 22325 (1962) (House Toll-call vote on
enator Kefauver’s bill S, 1552, 87th ~ conference report). .
Cong., 1st Sess. (1961), the hearings 4 Harris, “Annals of Legls!]atlon—The
8gng'§epallltl"ort10 otfhethceomm@eigteree and flodr \F(egrlerv?\}lcaerch (Fﬁ rti%iﬁ), 48 eMyrecvr\{
iderati ure. . 48;
21, 1964, p. 75; March 28? 1964, p. 46.

DRUG REGULATION AND THE PUBLIC HEALTH PAGE 259



‘The drama of a pregnant Arizona television announcer Publicly
deciding whether to ?o to Japan or to Sweden for an abortion, followed
later by the horrible pictures of phocomelia babies born abroad,
excited public pressure to which Congress readily responded.

To those who are intrigued with American politics, | might
mention that in the same year 41,130 Americans were killed in auto-
mobile accidentsb and that no federal legislation emerged on that
problem, even though Congress did in 1962 require that all future
television sets would have to embody UHF reception.6

As Professor James Harvey Young has observed, the 1962 Drug
Amendments were but another 1llustration of the etiology of American
public health legislation—change, complexity, competition, crusading
and compromise built on catastrophe.7

Paradoxically, on thalidomide and American catastroRhe_ had been
averted by a refusal to ?ermlt marketln? under the authority of the
then-existing law; 8and the loopholes in the investigational testing of
new drugs were being administratively closed before the 1962 Drug
Act was gassed.9 One does not denl&rate Dr. Frances Kelsey’s Distin-
guflsheldt er\{lce Medal by noting that she got it by an authorized
refusal to act.

_Debate on many of the provisions incorporated in the 1962 statute
still continues, particularly on its detailed administrative |m‘qlementa-
tion in the areas of prescnPtlon drug advertising and labeling,10 the
availability of procedural safeguards, and the futility of judicial review.

*World Almanac and Book of Facts, p. 7990 (1962); the final dag for com-
305 (Hansen ed. 1964). ments was October 10, 1962, the date
T o 9 oL gt e g At
. . ments of 1962, The regulafions were
1962, "Sec 1, 6 Stat. 10, 41 U. 5. C. Dubliched in final form bn Janary &
Sec,  303(s), ESU§p- 1V, .. 1963, 28 Federal Reqllster 179 (1 63&
7Young, “Social History of Ameri-  effective Februarg 7,1963; corrected 2
can Drug Legislation,” in Dru%s in  Federal Register 319; amended 28 Fed-
Our Societ n 217 (Talalay ed. 1964). eral Register 5048, effective Mag 21,
6 See Federal Food, Dru? and Cos- 1963; 28 Federal Register 10972, &ffec-
metic Act, Sec. 505, 52 Stat. 1052 tive October 12, 1963
§19 8), as'amended, 20 U. 5. C. Sec. D See Abbott Laboratories v. Cele-
55 95%) Food Drug Cosmetic Law  hresse, Food Drug Cosmetic Law Re-
ReBorts 11,061-H 71,009: 21 CFR Sec. ports 1140119, Civ. No, 2737, (DC Del.
1304(Q)(L)(3). Food. Drug Cosmetic Apri] 30, 1064] srking_doin EDA
La Regorts If 71,304, Sec. 1305(a) regulations, 21 CFR Sec. 1.104(g),
Supp. 1067
eports 71,305

Food Drug Cosmetic Law  Food Drug Cosmetic_ Law Reports
. . . 13404; Sec. 1.105(%) Food Drug Cos-
Proposed revised regulations on in-  metic Law Reports 1 3405, r_equmnp the
vestigational new drug}s were Publlshed concurrent dISP'la of generic and frade
on August 10, 1962, 27 Federal Register  names in labeling and advertising.
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Litigation over excess assertion of detailed authority on “grand-
fathered” old drugs may be expected.1l These nice questions can be
pursued by the specialists, and competence in this field of public law
IS now indeed a legal specialty.

This afternoon, however, | should like to examine with you two
recently developed trends that perhaps probe deeply into public policy
and which should concern every student of government, indeed every
citizen interested in his own health and that of his family.

~The first is the danger of Congressional public nonmedical tinker-
ing with and second-guessing on the difficult and delicate administra-
tive job of clearance and withdrawal of prescription drugs. The second
is the curious, and | think perhaps hazardous phenomenon of docu-
mentary congestion and Rossmle administrative paper indigestion that
may be building up in the Food and Drug Administration. In some
measure, both of these are related by-products of what has happened
since October 1962,

_To focus our inquiry, we must first fix in mind some of the under-
Iyln% policy and procedural predicates embodied in the statute. We
must examine, all too briefly, what is decided when a newly discovered
dru? is either given or refused licensed availability to the medical
profession. We must also understand who makes that decision and
the nature of the institutional determination.

Complete Licensing Control Authorized by New Amendments

As to the first, the present law embodies complete I|c_ensmg
control. No Iprescrlptlon for a new drug may be written by a license
physician unless the FDA authorizes it to be prescribed.22 No _roP_rl-
etary drug may be sold over the drugstore counter for self-medication
unless the FDA permits it to be marketed.

Elsewhere | have endeavored to describe the full swing of the
pendulum, in the federal regulation of foods, cosmetics and drugs,

1L The scope of the “grandfather” pro- under new drug applications prior to
tection, Drug Amendments of 1962,  June 20, 1963.
Sec. 107(02(4%, 75 Stat. 789, Food Drug D See Federal Food, Drug and Cos-
Cosmetic Law Reports [f581, IS neatly metic Act Sec. 503(b), Food Drug
posed In the groposed requlations re- Cosmetic Law Reports’ 70,193; Sec.
cently 1ssued { the FDA, 29 Federal a), Food Drug Cosmetic Law_ Re-
medic | 2793 (964)|f8'(:)%%% calling for %%E;cs314%1(8?135a§(aam?£18§%) 2als gr'ne%deg'
metic Law Reports ol | . ) , ,
annual reportspfrom all drugs marl?eted 21°U.°§, C. Sec. 3%5 (Supp. 1V, 1962).
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from the policing format of 1906 to the full licensing trend of todaY,
as well as the basic change from maklnﬁ_the manufacturer responsible
for the safety and wholesomeness of his product—subject to severe
penalties and” criminal Frosecutlon under concepts of absolute liability
—to the working postulate of today where prior government clearance,
irrespective of actual safety, is first required.13

Prescription drugs are unl(iue._ They may be purchased and used
only if a qualified, licensed doctor in turn writes a prescription. They
are"advertised only to the medical profession. Doctors are presumably
competent to diagnose a patient’s disease, to determine the need for
therapy, and to select remedial medication. Between the taker of the
drug and its vendor always stands his physician. 4

_Theoretlcalhv, it might be argued that the decision whether to
administer any drug to a patient, to determine for that patient whether
its potential good outweighs any possible hazard, should rest alone
with, the Professmnally trained and licensed doctor without the inter-
vention of a federal agency.

If the doctor can be trusted to diagnose the disease, perhaps he
should be trusted to have enou%h knowledge and skill to pass upon
the relative safety and efficacy of the drug he prescribes.

But that bridge has been crossed by the Congress. It serves no
useful purpose to"argue whether organized medicine has ahdicated
to the government, or whether much of the statute and many of the
new regulations seem to be predicated mescapab_l¥ on the proposition
thatfmanyddoctors are perhaps incompetent, indifferent, or unhappily
uninformed.

Commissioner Larrick’s Observations

As recently stated by Commissioner Larrick, someone must decide
these questions, and under federal law that responsibility now lies
with the FDA. 5

In. exercising it, that ag,ency{ does not assume that the general
practitioner is always professionally alert or fully informed. AS Com-
missioner Larrick puts it,

B Austern, “Expertise in Vivo,” IS “Larrick, Statement before the Sub-
Administrative Law Review 46, 49-52 committee on Intergovernmental Rela-
1963). . , tions of the House ommlﬁtee on.Gov-
MGarai, “Advertising and Perotlgn ernment Operations, March 24, 1964, at
of Drugs,” n Drugs in” Qur Society 189, p. T.

193-94 (Talalay ed” 1964).
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The Government must consider:
. not just a patient with a disease process; ,notgu_st the skills of a physician,
including his ability to arrive at a correct djagnOsis, his awareness of recent
sclentific discoveries relating to the drug, and hiS willingness to read the labeling
of the new drug, to perform the tests prerequisite to its safe use, and to take
the time to make other observations required for proper use of the medication.

With commendable candor, Commissioner Larrick admitted that
the government must judge

the hazards likely to be encountered when the drug is employed:

by physicians of varying skills and abilities, in patients with a multitude of

disease Ip_rocesses, many occurring concurrently, and in patients incorrectly diag-
nosed or inadequately tested with accepted labaratory procedures.”

Perhaps there are some disappointed clients who might well
endorse the adoption of similar protective rules for the I_ePaI profession
based on like apprehensions about the comparable skills of lawyers.
Debates as to professional levels of competence are always invidious.

Criticism of the medical profession can best be left to doctors.
In the current May Har%er’s, Dr. Theodore Sanders wields a nice
scalpel on his colleagues.l8 He tells- of the doctor who discovered in
the middle of the night that the toilet in his house was not functioning.
He called his plumber—who was annoyed at being awakened and
asked to_come right over. Said the plumber to the doctor: “Just drog
E)W?t aspirins down the drain—and call me in the morning if it isn
etter.

FDA Determines Safety and Effectiveness

Nevertheless, for better or worse, under the law no new dru%
mag be licensed for prescription unless the FDA is satisfied that i
is Doth safe and effective for the particular use in the hands of the
run-of-the-mill busy doctor. .

The legal experts who closely dissect the statute will tell you
that the FDA must make this decision only on “substantial evidence,”
consisting of adequate and well-controlled investigations that would
satisfy “experts qualified by scientific training and experience. to
evaluate” the d_ru?,, and that this hard-fought statutory language is a
meaningful limitation on arbﬂrarY refusals.l9 Nevertheless, everyone
will admit that there is very wide latitude for decision.

“Work cited at footnote 15, at p. 12 Sec. 355 d;, Food Drug Cosmetic Law

"Work cited at footnote 16, Re%orts 1,057; see S, Regt. No, 1744,

“ Sanders, “The Easy Chair: What 87th Cong., 2d Sess, 1/-1 (1962)5; S.
portars Gan Do To it e ot of Mete  Benh Do 06y 8% it T
I : rper's, catp 1o, Pl ¢ ; H. R . No.

9 Federafi Eood, Dr%g and Cosmetic 8464, 87th ang., 2d Sess. 8 (1p962).
Act Sec. 505(d), as amendéd, 21 U. S. C.
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~ Congress often Ie?islates in absolute terms. But the administra-
tive decision whether to permit or to forbid the availability of a druq
for use by doctors involves relative values. No scientific or medica
judgment in this area is ever wholly right or wrong. No drug is
absolutely safe. If it were, it perhaps would not cure anything.

What is involved is a three-step operation: determining the
therapeutic benefit that will be derived; determmm% the risks In the
indicated use; and then deciding whether on all of the available facts
the [Potentlal_ benefit outweighs the risk and should on balance lead
the FDA to license the drug for use.

~ The first two tasks are usually not too difficult unless there are
incomplete facts. The third involves judgment and the level of appre-
hension that is to operate as the criterion.

Possible Adverse Side Effects of Drugs

Here one gets into hard decisions that are incredibly difficult to
make. Human beings are complicated organisms, genetically and
structurally often very different, and when sick, they do not always
react in the same way.
~Any d_ru_?_may encounter an |d|osyncrasa/_ in someone. An injec-
tion of penicillin may sometimes cause immediate death, but that does
not mean that all forms of penicillin will be forbidden because the
lives saved far outhalance the occasional fatality.

~ No matter how W|.deIY tested, all of the possible adverse reac-
tions do not come to light until a new drug is widely used after it
has been licensed. One must balance the benefit, the hazard of ignor-
ance, and the availability of other drugs for a particular disease.

~Even more, even where much is known about possible adverse
side effects, the FDA must determine whether bold and adequate
warnings to the doctor will adequately minimize the risks.

lllustration of This Point

Let me illustrate: There is a well-known and potent broad-
spectrum antibiotic. For I)Aphmd.fe.ver_ and certain other diseases it is
a specific. On the other hand, it is implicated in a dangerous and
sometimes fatal blood condition. The safe use of this drug requires
that the doctor carefully watch his patients and continuously make
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certain blood studies.2) It was ch,ar?e_d that despite warnings from
the manufacturer and in the medical journals, many doctors would
still prescribe this antibiotic without regard to the dangers of its use.2L

~Should the .druag be allowed? Should it be withdrawn, or the warn-
mg labels amplified 7 Should its distribution be limited only to hospitals
where stricter controls might be exercised?

In this case, the FDA, after twice consulting panels of medical
experts, concluded that the drug should still be available because it
was needed, but insisted upon stern and stringent warnings at the very
top of the doctor’s desk reference card.2

Another Situation

In another case, a valuable X-ray diagnostic aid was authorized in
1958. It visualized gall bladders, and was a valuable aid in determining
whether su_r?(ery was necessary, and made for better surgery. But it
was also risky where kidney disease existed and was credited with
some fatalities.23

In this second case the FDA decided that widespread warning
letters to doctors would not be enough, and asked that the drug_ be
withdrawn from the market. It did so even though its own medical
staff believed that if the kidney function were first tested, and the
specific instructions followed by the doctor, the product was still a safe
and useful drug.2

Thus, the FDA must evaluate not only the manufacturing controls,
not only the composition and action of the drug, and balance the bene-
fits against the risks, but do so against the prevailing standards of the
medical profession, its diligence, and the likelihood that the doctor will
read the warning instructions and follow them.

DLarrick, cited at footnote IS, at p. ~ 23ee “Humphrey Interagency Coor-
7; Hearlnc.hs on Interagency Coordination  dination Hearings,” cited “at footnote
in Drug Research and Regulation Be- 20, at 2005-07; Larrick, cited at foot-
fore the Subcommittee on Reorganisations  note IS, at p. 7. ,
and International Organizations of the — B“Humphrey I_ntera%ency Coordina-
Senate Committee on Government Opera- %)4n9 ?Oearlngs, cited at footnote 20, at

tions, 88th Conrg., Ist Sess., pt 4, at _ o
2033 196321 ghe eafter cited as “Humph- 2Hearings on HEW Appropriations
rey Interagency Coordination Hear- for 1965 Before a Subcommittee of the

ln%s . House Committee on Appropriations, 88t
Seée. “Humphre Interagency Co- Cong., 2d Sess., pt. 1, at 210 (1964).
ordination Hearings,” cited at footnote

20, at 1984-2049.
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Of course, the FDA must first decide whether at the outset it
has enou?_h information on which to act. Its demands in this respect
have multiplied exponentially over the past decade. A new drug appli-
cation today may Involve more than ten fat volumes of clinical data
apart from vast details on manufacturing methods and controls.5
This is the begmmng point for the time and arduous effort required
in anal zmg ata, and contributes the documentary congestion to
which [ shall refer later.

Adverse Reactions to New Drugs
Next, of course, there must be, and there now has heen developed,
better machinery for the rapid collection and evaluation of adverse
reactions to new drugs that come to light only with their general use.

Hindsight is often the resort of the uninformed. What has caused
a fatality is not aIwaYS clear—and it is often easy to assign blame to
a drug where some other undiscovered factor may have operated. To
balance the reported few instances of trouble against the reported manr
cases of successful and often lifesaving cures, takes both medical skill
and cool courage.

FDA’s Medical Staff Discussed

Of course, this must be an institutional decision by the FDA. It
has medical staffs, numerically inadequate in past years, but now be_lngf
improved and amplified. It Can resort to outside panels of medica
experts. It must separate and judge the various disciplines and em-

hases of its chemists, toxicologists, pharmacologists, and physicians.
; Itllnhate_ly, those who administer the whole operation must make the
inal decision.

. No one would deny that the FDA needs the best men. Dqctors
interested in research are often more drawn to the National Institutes
of Health and to the universities. As has been said, a research doctor
far ﬁrefers to be on the frontiers of medicine than being a traffic cop
on the beat. % Su?ge_stlon_s have been advanced that the federal Ig(_)vern-
ment might rotate its scientists between research and control johs.Z7

But what cannot be escaped is that the FDA, as the authorized
arm of the federal government, is deciding when and which newly

Slarrick, cited at footnote 15 at  ZFor example, see the work cited
- N at footnote 26.
_ Ftler, “Practical Aspects of Drug
Legislation,” In Drugs in Our Society
149, 157 (Talalay ed. 1964).
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discovered medicines may be given by doctors to the American public.
If it is timid or inefficient, it can block medical advance and foreclose
prolongjngi.or saving human lives. If it is lax, it will not discharge the
responsibility Congress has given it.

|deally, the FDA ought to he willing couragheously to exercise its
best judgm_en_t—assumln% the risks of error with the hope of saving
lives as anticipated—while at the same time insuring that there is a
constant flow of information to keep its decisions up to date.

_ But the FDA cannot accomplish that task if Congressional com-
mittees in heavy-handed fashion either intrude upon, or by hindsight
publicly second-guess, administrative action.

In,a _democracy, no agency of 80vernment operates In a vacuum.
Commissioner Larrick has observe
We seek to make decisions apout drugs éolel¥ on the basis of scientjfic con-

siderations. But over a period of fime, tffe direction of Government’s decisions
will inevitably be influenced by public reaction.

And he added that public judgments

_are not necessarily consistent with scientific facts. They are not always
logical. They can he and sometimes are arbitrary. Even so, neither the Execu-
tive nor the Legislative Branches of the Government can long ignore them.

He concluded that

If it should become the overwhelming public view that society should
drastically limit the risk no matter how much good a drug can do, then we would
be forced to remove from the market many dru?s whose qood far outweighs their
h?rm.d,C_arr%d too far such developments could seriously impede the progress
of medicine.

Necessarily, an administrative official must be restrained in his
public observations. A law professor is sometimes freer to criticize.

Over the past three years there has been increasing evidence that
constant Congressional committee intrusion into this area and the
accompanying scare publicity may be a major hazard.

The Pressure of Uninformed Public Opinion
Two drugs—the famous thalidomide and the notorious krebiozin—
strongly demonstrate that uninformed public opinion can force judg-
ment and evoke regulatory control contrary to scientific knowledge.

Thalidomide was a sleeping compound. Ex_cept for pregnant
women, it was undoubtedly a safe, valuable prescription drug. Since

ZBigLarrick, cited at footnote IS, at
n. 13
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it had no lethal dose, it could be given even to people with suicidal
tendencies. With stringent and strong cautionary Iabelln? aga,mst Its
Brescnptlon for women of child-bearing age, a judgment that it could
e available for prescription might have been made.® But the public
reaction to its unfortunate consequences, when permitted for unlimited
use in Europe, resulted in its absolute prohibition in this country.d)

| doubt that any doctor would today admit having it in his pos-
session, and its unfortunate use abroad” almost alone supported the
passage of the 1962 Drug Amendments, most of the provisions of
which had no direct bearing on the problem of thalidomide.

Krebiozin

Krehiozin reRresents an opposite public reaction in a health area
as emotionally charged as that involving thalidomide.

Involved here was another product, an alleged cancer cure, never
cleared for general public distribution through a’new drug application.
It had nonetheless been distributed as an investigational drug for
over ten years and had been used by possle hundreds of persons all
under the care of licensed practitioners. After the passage of the
Drug Amendments of 1962, and the final promulgation of revised FDA
rules governing investigational products, the distributors of Krebiozen
withdrew the Investigational plan called for by the new regulations.
They were required to halt the interstate distribution.dl

When that occurred or appeared imminent, sizeable demon-
strations were mounted in front of the White House. Indeed, some
of the pickets had to be forcibly removed when they failed to obey
the regulations governing picketing of the White "House.2

Sixteen senators, who had .unanimousIY supported the Drug
Amendments of 1962 and the tightened rules for clinical testlng,
then introduced bills to exempt Krebiozin from the 1962 Amen

BThe writer obviously is not compe- applied to human_ beings. 85 Science
tent to make any medical judgments. News Letter 296 (1964). .
The suggestion in the text” spéaks as  JHearings on  HEW Appropriations
of 1962~ Recently there has been a for 1964 Before a Subcommittee of the
report in the British Medical Journal House Committee on Appropriations, 88th
a_li_out some experiments bé/ Dr. Ce- Con(l;,., 1st Sess. pt. 1 at 363-65 (1963)
cllia Lutwak-Mann in which thalido- (thafidomide ch onolog%/).
mide was administered to male rabbits _ Hearings, cited at “footnote 24, at
and_apparently caused a diminution in ~ 203-07.
fertility. 1t was further reported that  2Washington Post, June 5, 1963, p.
these ‘results need not necessarily be B-10.
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merits and to require the National Institutes of Health to run
independent tests of the value of Krebiozin.3

In this instance, a full report of investigations made b?/ the
FDA, backed by the National Institutes of Health, demonsirated
the apparent composition and lack of effect of Krebiozin, and, for
the time being, ended the controversy.3

Congressional Committee Hearings

Now let us look at Congressional committees. Since 1962 two
committees, one in the House and one in the Senate, have pursued
some would say harassed, the FDA unmercifully.® They have considered
in public heafings earlier FDA consideration and action on not less
than_ten prescription drugs subject to new drug controls including
continued extensive inquiry into Krebiozin.3® They have sought to
review by illuminated hindsight almost every step in the earlier
administrative consideration.

The kind of testimony accepted by these committees, and often
P_romptly distorted in headlines, has ranged from confidential FDA
iles through newspaper clippings, magazine articles, personal com-
munications, and a random conglomeration of every type of unveri-
fied report and hearsay evidence that might be imagined. ¥

Ver¥ often at these_hearings there will be present, in addition to
a host of reporters seeking to gratify public concern about health and
drugs, a single senator or congressman and one or two committee
staff lawyers or investigators. The spectacle of a young medically-
untrained staff man interrogating medical experts—and ragging hard-
working administrative officials—is often not edifying.

One might well question the long arm of Congress—from whom
appropriations must_be obtained 3—Dbeing freely used to demand the
production of technical files and documents and the preparation of

BS. J. Res. 101, 88th Cong., Ist Sess.  Relations of the House Committee on
(1963g. . _ Government Operations.
3.Sée Hearings, cited at footnote 24, MAmong the other prescription drugs
at_205-07. , _ considered” have been Chlorom%ce_tm,
3The two committees involved are Enovid, Flexin, Kevadon (thalido-
the Subcommittee on Reorganization mide), Librium, MER/29, Miltown, Ora-
and International Organizations of the  bilex, Parnate and Percodan.
Senate Committee on” Government Op- _ JSee, for example, “Humphrey In-
erations, 0 eratm% ursuant to S. Res. teragency Coordination Hearings,™ cited
/, 88th. opg. sp Sess. (11963, 109 at footnote 20, 1436-63, 1502-27.
ongressional -Record 320 %963, and . BSee. Harrs, on%ressmna Control
the “Subcommittee on Intergovernmental  of Administration, passim (1964).
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extensive explanatory medical memoranda on questions which, it is
fair to say, neither the committee staff nor its members are competent
to make judgments. _ _ N

_Perhaps you will agree that if those who must exercise adminis-
trative judgment in these difficult and delicate areas of drug control
are constantly to be hauled up, interrogated, sometimes publicly
pilloried, and” inescapably have their judgment questioned, serious
results may follow.

The loss of time and energg and the disruptive distraction from
the onerous daily job hardly needs elaboration. [ do not know whether
an official count’is kept, but f would suggest that a very substantial
ortion of the total time of top FDA officials—and “certainly its
edical Bureau e_nga%ed in new drug controls—has been taken up
with tf%te preparation Tor and appearance before these Congressional
committees.

The more troublesome effect may be on the process of decision.
The FDA can always avoid future trouble by always refusing clear-
ance. There is also"available the official escape hatch of saying that
there is inadequate data on which to judge.

One can hardly be blamed for deferrlng a difficult decision when
the consequence for beln%wrong may be later public debate about his
medical competence and his acuity, along with public embarrassment
féndt utr]happy publicity years later—all based largely on hindsight and

istortion.,

_In the meantime, the drug not cleared because of these apprehen-
sions might have saved lives and cured illnesses for thousands, Dr.
Kelsey won her medal for refusing to authorize the marketing of
thalidomide. No one ever got a medal for cour%geously clearing a
drug on a balanced judgmentas to benefit and hazard.

Finally, it is difficult to read the headlines and newspaper
reportsd on these hearings without becoming concerned that they
ma Produce Publlc_apprehensmn about all new d,ru?s, and maY in turn
lead 10 Ios%ci confidence both in the FDA and in the medical profes-
sion as a whole.

Headlines magnify the fundamental health neuroses which most

of us harbor. The news story heralded through the country that
BSee, for example, Washington Daily —and the accompanying article related
News, April 29 p1964 Y I{]g((‘)‘nChaarI?)é to a drug that had %eegn removed from

Firm Withheld Data Li%king Drug 0 the marKet two and one-half years ear-
Deadly Liver Damage™; this charge lier).

PAGE 270 FOOD DRUG COSMETIC LAW JOURNAL---MAY, 1964



Drug X killed or injured one or two people seldom points out that it
was successfully used to save hundreds or thousands of others.

Congressional investigatory powers of course serve an important
function “in American government. No one would suggest that the
Congress has no right to investigate the conduct, indeed the par-
ticular decisions, of any federal agencg. Time and again these com-
mittees have done immeasurable good.

Suggestion Offered to Minimize Harmful Publicity

Nevertheless, in areas involving the national security, it is well-
recognized that Congressional committees should operate only in
executive session, and that the delicacy and importance of the area
being scrutinized preclude publicity and headlines.

The conduct of the Central Intelligence Agency is not publicly
ventilated. The details of operations of the Department of Defense are,
very often explored by Congressional committee under accepted
security rules,  Committees dealing with many aspects of atomic
energy maintain the privacy of what is reported to'them.

I suggest to you the desirability that in the area of new drug
control which ‘we have been considering, these same considerations
might be applicable.

If they are not, and the present tendencies continue, there may be
considerable ground for the apprehension that potentially valuable
and important life-saving medicines—whose over-all benefit outweighs
the possible or disclosed risks—will be foreclosed or long-delayed in
being made available to those who need them.

~ Current FDA Operations .
My second point is a brief addendum on current FDA operations.

We have seen the importance of securing a prompt and continuing
flow of all information on adverse reactions that ma%/ come to light in
the general use of_anr drug. The need for getting that information is
recognized as cardinal by everyone.

The American Medical Association has recently expanded its
efforts to secure prompt reporting.&) The FDA will soon, by contract
and voluntary agreement, have almost one thousand hospitals reporting*

* Sge “Humphrey Interagency Coor-
dination Hearings,” cited “at footnote
20, at 1753,
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directly to it on all adverse drug reactions. Its Adverse Reaction Re-
%ortmg Branch scans hundreds of medical journals and reviews some
8,000 reports annually received from other'sources.4l

Moreover, the FDA Ileans to a great extent on its statutory au-
thority to require manufacturers to report all adverse reactions they
learn ‘about in investigational work and from anB other source. In-
deed, there appears to be a feeling that if the FDA gets everything
reported, the problem will be solved.

Lately, there has been, in a series of overlapping requlations, a
vast amount of duplication. Even after a drug has been authorized for
?eneral prescrl?tlon use following clinical investigation, the manufac-
urer is asked to continue to report to the Investigational New Drug
Branch.£2 The manufacturer must also report™to the New_Dru%
Surveillance Branch, both annually and wherever anything significan
comes to light.83

Documentary Congestion Is Possible

Some of those interested in New Drug controls are beginning to
worry whether a complete state of documentary congestion may result.
There is some evidence that the sheer mass of the documentar_¥_ flow
may lead to delayed, and even lost consideration of the significant,

Computer and electronic retrieval techniques are being discussed,
but their effective adaptation to this vast task will undoubtedly be
costly and complicated.44 Moreover, a computer is only as good as its
factual input, and | doubt that it can make sensitive medical judgments.

Under the Act, the FDA has a broad discretion in the amount and
type of reporting it can require. The current tendency, possibly in
response to Congressional second-guessing, is to requife everything.
The wisdom of doing so is open to question.

From_the point of view of the manufacturer, this sxstem may be
a mechanical burden, but it affords the opportunity to throw much of
the re_spon3|b|I!t¥ upon the FDA. Prosecuting a dru% manufacturer
for failing to differentiate the significant hazard from the insignificant

_41_Saige,r, “The Food and Drug Ad- 821 CFR Sec. 130.13(b) (1963),

ministration. Information Center on Ad-  Food Drug Cosmetic Law Reports

verse Reactions and Hazards,” 19 Food  If 71,313. _

Dru% Cosmetic Law Journal 235 _448a|_(t;er, cited at footnote 41; Lar-

(1964). rick, cited at footnote 15, at pp. 15-16.
DSee2l CFRSec. 130.3(a)(5) (1963),

ood Drug Cosmetic Law " Reports
H71,303.

PAGE 272 FOOD DRUG COSMETIC LAW JOURNAL— MAY, 1964



will be veB/ difficult indeed where he has reqularly filed every report
with the FDA.

FDA has been criticized for not ferreting out adverse reports
when some drug manufacturers failed promptly to turn them in. It
runs the hazard_of deeper criticism if a reP_ort oceurs in a roomful of
documents and is not gotten to for a long time, From the standpoint
of effective re?ulatlon it might be better to minimize these reporting
ae_qmtr_ements 0 avoid duplication, and to forestall documentary in-

igestion.

_1 do not know whether the drug industry would prefer having the
entire responsibility for reporting onlx the” significant adverse reac-
tions placed uPon it, Since the FDA has now established a vast
machinery for the collateral flow of information on adverse reactions,
that change might better serve the public interest.

Conclusion

In cIosmP, | hope that not too many of you will feel that the
advertised title of this lecture was a false and misleading label wholly
without proper indication of how narrow would be its legal thrust and
therapeutic claim.

Necessarily, this area of new drug control is an intricate mosaic
of statutory provision and voluminous regulations. Some food and
drug lawyers have lamented that the half-life of alert expertise in this
field may be only six months, and checking for the latest revision has
become a daily requirement, As in all food and drug regulatlon,there
is the vast substratum of informal correspondence and rulings that
make up the bulk of daily regula_tory activity. Backing uP_ all of that
is the_tremendous bulk of comﬁ)llqa ed clinical and scientitic material.
To discuss merelr the possible |mFact of Congressional hindsight
tinkering and publicity, or of probable documentary congestion in the
FDAt, IS’ somewhat like pointing to a minor distortion in"a very large
painting.

At the ver)( least, | hope that the discussion has suggested that
the practice of Taw in this area has become a demanding, difficult, but
highly intriguing specialty in the expanding field of publlhﬁw

e End]
0N
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Industry Lawyers Look at Weights and
Measures Trends and Developments

Importance of Uniformity
In the Weights and Measures Field

By HARVEY L HENSEL

Harvey L. Hensel, Head of the Commercial Division, Law
Department of Swift & Company, Delivered This Talk at the
Central States Association of Food and Drug Officials Annual
Conference 1964, Boyne Falls, Michigan, May 15, 1964.

URING THE LAST TWELVE MONTHS weights and measures

laws and regulations have been in the national spotlight. In-

dustry lawyers and representatives, who in the past have worked on
problems ‘such as food additives and pesticides, have devoted a large
share of their time this year to the weights and measures field. Mr.
Burditt will talk to you regarding what these recent developments
have been. First, however,” | would like to talk to you about the
subject that has caused the weights and measures laws to receive so
much attention this year. ThiS subject is uniformity and its im-
portancg_tto all interstate manufacturers of food and other packaged
commodities.

| know it is obvious to all of you that a very large per cent
of food that is sold today is Produced by manufacturers who, at one
plant, manufacture food that is sold in many states. Unless this
manufacturer is going to adopt the verY inefficient %rocedure of havm%
a separate production line for each state in which he sells, he mus
have uniformity in the application of the weights and measures laws
to his labels and package contents. | mlgzht add that even trying to
produce s_egarate products for separate states does not guarantée com-
pliance with nonuniform state laws. An outstanding éxample of this
IS the Michigan Comminuted Meat Law. This law requires different
labeling and” different ingredients than the sausage laws of other
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states.  Since chain stores distribute to various states from one central
warehouse, It is very difficult to ’(\;Auarantee that only Michigan sausage
will be distributed in and sold in Michigan.

Interstate Manufacturers Desire Uniform Laws

| 'would now like to discuss for a moment the various types of
uniformity in the weights and_measures field that an interstate manu-
facturer feels should ‘exist. The_first type of uniformity desired is
that of uniform laws in all the various states. Since states, like people,
have different personalities, it is not easy to persuade all 50 states to
adopt the same law. Nevertheless, substantial progress has been
made in this direction. As of this time, 14 states have adopted the
model law which has been recommended by the Association of Weights
and Measures Officials. Three other statés are presently considering
adopting the model law. In addition to the model law, it'is also neces-
sary that the requlations under the law be uniform. At the present
time 14 states have also adopted the model regulations recommended
by the National Association.

Unfortunately, it is not enough to merely adopt a model law and
requlations on one particular occasion. If ‘uniformity of laws and
requlations is to be achieved, whenever there is a chan%e in the model
laws or re_giulat_lons these changes must also be adopted by the states.
Mr. Burditt will describe for you some of the |mPortan changes in

the model law and regulations being considered at the present time.

Uniformity Is Necessary Between Federal and State Laws

Another area where uniformity is necessary is between the fed-
eral laws requlating the sale of food and the State laws goyernl_nﬁ
the same products. "Occasionally, these laws are in direct conflict wit
the result that a manufacturer is unable to sell his product, even
though it is a completelr wholesome one, until such time as he Is able
either to obtain court relief or to have the laws changed. For example,
the Federal Food and Drug Administration require$ that all vegetable
fat frozen desserts be marked on the carton as “imitation ice cream.”
On the other hand, some state laws specifically prohibit the use of the
word “ice cream” on a dessert made from vegetable fat. It is easy
to see that it is impossible to use both the phrase “imitation ice cream”
and at the same time not use the words “ice cream.”

~Another federal-state conflict presently being litigated concerns
ice cream that meets the federal standard but not a higher state stand-
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ard. Can a state stop the sale of such a product? Under these cir-
cumstances the Borden Company obtained a temporary restraining
order a%amst the _Sec_re,tarr of Agriculture of the State of lowa. The
matter has been in litigation in"the federal court for several years
and is still not resolved.

Conflicts of this type have also occurred in the weights and
measures field. One question, being Ilthated in a federal “court at
the present time, is whether a product that has been properly weighed
and labeled in accordance with the federal law covering the product,
can be prevented from being sold in a state because the state weights
andI Imeasures law has requirements different than those of the Ted-
eral law.

Differences in Enforcement of Weights and Measures

Another area where uniformity is very desirable is that in the
enforcement of weights and measures laws. Some states are noted
for their rl%d_ enforcement of weights and measures laws. It is no
secret that Michigan deflnltelx falls'in this class.  On the other hand,
other states are very lax in their enforcement of these laws. As lax
enforcement encourages lax compliance, the possibility exists that
some manufacturers may comply with the laws where”they are en-
forced and not comply” where they are not enforced.  Once this
attitude is adopted by éven a small perce_nta?e of companies, an added
competitive burden is placed on companies that feel that laws should
Pe clompthted with regardless of the enforcement procedures of a par-
icular state.

Differences Also Exist Within State

We not only find differences in enforcement from state to state
but also within"a state. Weights and measures_officials are some-
times part of either city or county governments with little or no con-
trol at the state level. ~ Situations often exist where a particular city
or county has a very strict enforcement or interpretation of weighfs
and measures laws even though the rest of the State has an entirely
different program for enforcing and interpreting the same law.

Occasionally we find enforcement directed at a particular com-
Pany, or at out-of-state manufacturers, and not against local manufac-
urers.  This is, of course, lack of uniformity in the worst sense of
the word. | would like to emphasize, however, that in my experience,
this type of nonuniformity or discrimination has been very rare.
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Suggestions for Uniform Enforcement )

| cannot leave this field of uniformity of enforcement without
mentioning a few things which | feel should be complied with by
all weights and measures officials in making uniform enforcement of
their laws. First, | think there should be a uniform recognition of
the principle of shrlnka?e or evaporation as it applies to_products
which are so affected. T certainly recognize that the application of
this principle by weights and measures officials is extremely difficult
for the simple “reason that what is unavoidable shrinkage for one
F_roduct IS not unavoidable shrinkage for another product. In addi-
jon, what is unavoidable shrinkage for one product under one set of
facts concerning distribution an tran_sportatlon IS not unavoidable
s_hrmkage for the same product under different methods of transporta-
tion and distribution. Nevertheless, ,(1? unavoidable shrinkage does
occur in many products, 52) the principle is recognized in the weights
and measures laws of all the states, and (3) the principle is recognized
in the Federal Food, Drug and Cosmetic Act. Therefore, even though
difficult to administer, the prlnm?le should be followed in enforcing
weights and measures acts. Unfortunately, there is probablx more
lack of uniformity in the application of this principle b}/_welg ts and
measures officials'than in any other area. Furthermore, it is my opinion
that the provisions, of the model law and requlations on unavoidable
shrinkage do not give proper recognition to this principle as |t_aﬁplles
to interstate shipments. Moreover, they are not in accord with the
federal food and drug laws and regulations on this subject. It is my
opinion that these sections of the model law and regulations should
be approprlateIY amended. _ _ o

Secondlk/, feel that there is room for more uniform application
of the way the tare weight of packages is computed. If the product
IS one in which there is evaporation, we feel that the dry tare should
be used and not the wet tare, The methods used in computlnP the
tare should be uniformly applied and should be known not only hy
the inspectors but also the manufacturers. _

Lastly, | think anK publicity given to weights and measures
enforcement should be handled with™ care. If there is evidence of a
deliberate scheme to violate the weights and measures laws, publicity
may be an effective tool of the enforcement officials to bring this to
the public’s attention. On the other hand Publlcny given to a minor
and ‘possibly accidental violation of weights and measures laws can
damage the reputation of a national manufacturer without accom-
plishing any useful purpose.
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One final comment on the subAect of uniformity. It is often true
that even though you want something very badly, there is a limit to
the price that you are wﬂlmg to pay for this desired obHect. This_is
_certamIK true in the case of the desire of manufacturers for uniformity
in weights and measures laws and enforcement. Certainly uniformity
Is extremely desirable and a goal worth working hard to achieve.
But even for this worthwhile "goal, there are certain prices which
most manufacturers are not willing to pay. Some of these are:
(1% elimination of the principle of unavoidable shrinkage, (2) the
substitution of strict federal control for control at the state level, and
(g) adoption of laws and regulations which would require the use of
the same size hoxes and the same size, style, Ft(ype and placement of
labeling information by all manufacturers. Regardless of the fact
that the current populdr song on conformity indicates that we are all
u3|_n?, the same boxes, the manufacturer still desires the right to use
artistic measures to try to have his box and label more attractive than
his competitor’s.

Conclusion

In conclusion, | want you to know that manufacturers_gienerally
consider the role played by weights and measures officials as an
extreme(liy |mRortant one in keeplnﬁ the_confidence of the public in
the product that ther produce. There is no doubt that within the
last year the recognition of the importance of weights and measures
officials by companies %enerall%, as well as the public, has greatly
increased,” | am sure that as these officials perform their important
tasks, it is to their hest interest, as well as that of industry lﬂat uni-
formity always be kept in mind. [The End

PESTICIDE REGISTRATION CHANGES BECOME LAW

The hill to amend the Federal Insecticide, Fun_gicide and Rodenticide
Act (S. 1605) by eliminating the protest registration and making other

changes_was sighed by PreSident Johnson on May 12, 1964, betomin
1[5 4gh S1aned By Fres 4 J

. In a brief statement accompanylng the signing, the President paid
tribute to Rachel Carson, whose ook has been Considered a definite
factor in spurring enactment of the legislation, and indicated his ap-
Proval of additional testing which may be required under the amended
aw. It will also be recalléd that elimination of protest registration was
advocated by the President’s Science Advisory Committee,"Life Sciences
Panel, in its’ Report on the Use of Pesticides "(Food Drug Cosmetic L aw
Report No. 10, Part I, May 10, 1963&. Full text of the Act as amended
appears in Food Drug Cosmetic Law Reports, If 840,
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Industry Lawyers Look at Weights and
Measures Trends and Developments

Recent Developments n the Field
of Weights and Measures Labeling

By GEORGE M. BURDITT

George M. Burditt Is a Member of Chadwell, Keck, Kayser,
Ruggles & MclLaren, in Chicago. He Delivered This Talk at the
Central States Association of Food and Drug Officials Annual
Conference 1964, at Boyne Falls, Michigan, on May 15, 1964.

OKING FUN AT UNIFORMITY s a popular sport, and one
Pwhlch, is frequently _{ustlfled. For example, If Hart Bill thinking
prevails, our food “little boxes” will inevitably be made of ticky-tacky,
and even though there may be green ones and red ones and Plnk 0nes
and yellow ones, they’ll still be made of ticky-tacky and they’ll all
look Just the same. But Harvey Hensel has just convinced me’of the
extreme desirability of uniformity, at least in"the field of weights and

measures laws and requlations and their enforcement,

Actually, Mr. Hensel and man(Y others of us in industry have heen
working with Mr. Littlefield and several other state weights and
measures officials for the last several months to bring about uniformity
In one important area, the area of labeling requw_ements on packaged
commodities. As Mr. Hensel indicated, | would like to review brleﬂ%/
with you this morning the efforts made by mdusw to cooperate wit
the Committee on Laws and Regulations of the National Conference
on Weights and Measures of which Mr. Littlefield became chairman in
June 1963, in proposing amendments to the Model Law and Model
Regulations recommended by the National Conference.

Desirable and Undesirable Goals

But hefore | get into_ the story of developments of the last few
months, 1'd like to'emphasize the clear distinction made by Mr. Hensel
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between uniformity of laws and regulations among the states on the
one, hand—a highly desirable goal—and regimented conformity of
design of Packages on the other hand—an equally highly undesirable-
goal. In other words, while it is important to consumers, as well as to
officials and industry, that the laws and regulations in Michigan be as
similar as possible fo the laws and regulations in lllinois, it is equally
important to consumers that those laws do not so completely requ-
|ate package design and size and shape that our free enterprise system
is compromised. ~Ticky-tacky packages that all look just the same
clearly do not promoté consumer interest.

Industry’s Efforts to Achieve Maximum Protection for Consumer

So what | would like to talk about today is in a sense industry’s
efforts, in coogeratlon with state weights and measures officials and
the National Bureau of Standards to achieve maximum and equal
protection for the consumer, whether she lives in Boyne Falls, Michi-
gan or Buffalo Valley, Tennessee, without depriving her of the tools
she needs and likes tohave in her daily shopping.

The National Conference on Weights and Measures has drafted'
and adopted a Model Weights and Measures Law analagous to the
Model Food and Drug Law recommended by AFDOUS, and has
drafted Model Regulations to be promulgated”under the_law. This
Model Law has séveral important labeling provisions. Perhaps the
most important is Section 26, which provides :

ec. 26. SAME: PACKAGES: DECLARATIONS OF QUANTITY AND
ORIéﬁ\I: VARIATION@: EQEMPTIEWS.—Except as ,othgrwise provided. in
this Act, any commaqdity in package form introduced or delivered for introdyction
Into or recelved In intrastate comimerce, kept for the purpose of sale, or offered
or exposed for sale in intrastate commerce shall bear on the outside of the
packagoe a definite, plain, and c?nsplcuous declaration of (1) the |dfe_nt|ty of the
commodity In the package unless the same can easnY be 1dentified throu}%;h
the wrapper or container, (2) the net quantity of the contents in terms of weight
measure, or count, and (3)" in the case of any packaged kept, offered, or exposed
for sale, or sold anoy place other than on the premises; where packed, th name and
place of business of ‘the manufacturer, packer, or distributor:_ Provided, That i
connection with the declaration required under clause (2), neither the %u,all_fymg
term “when packed” or any words_of similar import, nor any term (HJ I|f%/|n(1;
unit of weight, measure, or’count (for example, “jumbo,” “gidnt,” “full,” and the
Ilkea that fends to exag?herate the amount of commodity in a package, shall be
used: And provided further, that under clause (2) the director shall, by _reglula-
tion, establish (a) reasonable variations to be” allowed, which may include
variations below the declared weight or measure caused by ordinary and cus-
tomary exposure, only after the commodity 1S introduced into IntraState com-
merce, to conditions that normally .occur in good distribution ?_ractlce and that
unavoidably result in decreased weight or méasure, (bn) exemptions as to small

packages, dnd (c) exemptions as to commodies put up in variable weights or sizes
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for_sale intact and either customarily not sold as individual units or customarily
weighed or measured at time of sale’to the consumer.

The Model Regulation also has important labeling provisions.
Section 6 provides :

PROMINENCE AND PLACEMENT —AIl information required to appear
on a package shall be prominent, definite, and plain, and shall be conspicuous as
to size and style of letters and pumpers and as to c?l_or of letters and numbers in
contrast to color of background. The declaration of identity, It required, and the
net quantity statement shall appear on the prlnmgal dlspladv_ panel of the Fackage.
The ‘name ‘and address of the manutacturer, packer, or distribufor shall appear
either on _the rE]rmcﬁ)al display panel or on an)( other aﬂoprorﬁmate panel.” Any
required jnformation that s either in hand lettering or ‘hand script shall be
entirely clear and equal to printing in legibility.

The Committee on Laws and Regulations of the National Con-
ference is charged with keeng the Model Law and Regulatlons up to
date. In February 1963 this committee recommended that Section
26 of the Model Law be amended to require the director of weights and’
measures to prescribe by regulation

... the minimum type size, st?éle and placement of any statement required
by this section to appear ‘on the package.

This would have made it ma,ndatorx for the director to requlate
the size and style of type and location of the name of the product, the net
quantity statement, and the name and address of the manufacturer,
packer or distributor.

The committee also recommended that Section 6 of the Model
Regulation be amended to require that the name of the ﬁrodu_ct, the
net” quantity statement, and the 5|?nature_appear on the principal
dlsPIay panel of the package, and {0 require that the net quantity
statement be no smaller than a specific size, deRendmg on the area
of the principal display panel, in accordance with tne following scale:

Area of Principal Minimum Height
Display of Net
Panel Quantity Statement
0-15 sq. in. 1/16 inch
15-30 5q. in. 1/8 inch
30-60 5. in. 1/4 inch
60-120 sq. n. 3/8 inch
120-240 sq. in. 1/2 inch
240-480 sq. in, 3/4 inch
Over 480 sg. in. Linch

Any deviation from this scale would be a per se violation of the
regulation.
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Needless to say, these extreme recommendations were a long
step down the road to ticky-tacky. A strong industry contingent
appeared at the National Conference in June, 1963, and vigorously
protested the proposal at the ORen meeting of the Committee on Laws

and Regulations. The Committee very courteously and cooperatively

listened to the industry’s views and changed its recommendation, so
that the final committee report states:

... The Committee is exhibiting its agreement with the strong consensus
of those representatives of the packaging industry, trade associations, and weights
and measures agencies who appeared “before it during the Committee’s open
hearing. 1t is the Committee’s view that definitive type Sizes need to be developed
and agreed to as either qual stipulations or adminjstrative guidelines for designers
of pac a%es and package 1abels. The Committee is impresSed, however, with the
strong representations made by many delegates from the Iindustry that time,
cooperation, and collaboration Wwill be necessar¥ before a completelg acceptable
solution can be realized. The Committee, theretore, recommends. that the Office
of Weights and Measures %f the National BH,reau of Standards jnitiate durm?thg
comln% ¥ea,r a serious technical study mn this area and, working with quafifie
representatives of the packagm_? Industry, develop specific recommendations for
the consideration of the Committee.

~ This report was accepted by the Conference. Note;, however, that
this matter of location and Tprommence of type size is still on the
agenda of the National Conference. And note also that industry is
specifically invited to cooperate with the National Conference in
suggesting solutions to these problems.

The Problem of Uniformity Among States

The States of North CaroIina,lVirﬁinia,ZPennsylvaniq,3an_d New
York 4and the Dominion of Canada 5 have already acted in this area

INotice to All Manufactéjrers, Proc-  other legend—Said label, Eanel, or face
essors, and Packers of Products Whic bfmg the one which 1s customarily dis-
Are Marketed in Package Form, Issued  playéd by the vendor within the’view
by the North Carolina”Department of  of 3 prospective Purchaser. _
A_g_rlculture, WEI%htS and Measures DI-— “2" That the letters or figures that
vision, July 26, 1961: =~ comprise the net content declaration
“Net Content Specifications b? %f a h,elﬁht not less than 3 per cent
. ... this office concludes that the of ¢ ehelrg,t of the package or 'k inch,
following Sg)ECIfIC&'[IOﬂS will satisfy the — whichever is greater.”
PURPOSE and INTENT of the'Law  *Notice to All Manufacturers, Prog-
and Rules and Regulations of the North  essors, Packers of Products Sold in
Cz1rollna State Department of Agri-  Virginia in Packa e form, Issued by
culture, to wit: _ Commonwealth of Virginia, Department
I. That the net content declaration  of Agriculture and Immigfation, Divi-
appear on_the principal label, main  sjon of Re%ulator Services, after_the
panel, or face, preferably at the tog, Decemb?r 7,19 megting of the State
In a contrasting color arid not be ob-  Board of Agriculture and mmlgratlon:
scured by crowding or by color, or by {Footnofes continued on next page.)
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of minimum type size. California,6 pursuant to a unique statutory
requirement, is going to hold a hearing in the near future, and other
states have the matter under active consideration. To compound the
problem, only Virginia and Pennsylvania have similar type-size scales
for the net quantity statement. Five of the six jurisdictions have

different requirements.

Meetings to Discuss Solutions

As industry became aware of this two-headed problem of non-
uniform super “conformity—nonuniform among states but with the

_ “Subject: Labeling of Commodities
in Package Form for. Sale in Vlrglma.
“In an ‘effort to assist the industry in
complying with the Vlrgmla Weights
and ' Measures Law and Regulations
relating to package marking, this office
makes_the ollowmq recommendations:
“1. The name of the product and the
net quantity of the contents in the
package In ‘terms of weight, measure,
or _numerical count must pﬁear on the
Prmupal,dlsplae( Panel of 'the package
n a plain, definite, and conspicuaus
manner and in contrasting color. The
name and address of the manufacturer,
?acker_, or distributor ma¥ appear on
he &Frmupal dlsEIay panel ot the package
or at some other plain and conspicuos
place on the package.
“2. The declaration of net content on
a package should be displayed thereon
in Bold-Face _lepe %nd not less than—
*(A) one-sixteenth of an inch in
height’ on packages, the principal dis-
panel 'of which has an area of 10
reinches.or less, .
B) one-eighth of an inch in height
ackages, the principal display panel
hich"has an ‘area of more than 10
s than 40 square inches.
one-quarter.of an inch in hei h‘
kages, the principal display pane
ich” has an area of 40 but less
059uare, Inches. _ _
) three- |ghths of an inch in
on packdges, the principal dis-
anel of which has an area of 100
s than 400 square inches.
“(E) one inch inheight on packages,
the principal display panel of which "has
an area ot 400 or more square inches.
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_“(F) On packages in which the quan-
tity statement is expressed in a fraction
of"a unit of ! EI%Y[ or measure, all Ipart,s
of the Traction must be equal in promi-
nence to quantity statements on” pack-
ages expressed in whole unis.

*(G) Because of the design, shape,
and size of some packages, It 1s desir-
able for the quantity “statements to
appear on the package in more than
one place.

“It must be remembered that the
above recommendations are to be used
only sagmde. The d?]termlnl_n fac-
toror a label meetln% the requiréments
of the Law and Requlations is whether
or not the quantity Statement expressed
on. a label is definite, plain, and con-
spicuous when considered In relation
to other printing, art work, and color
of the label.”

3 _Notice to All Packers, Processors
and Distributors, Issued by the Bureau
of Standard Weights and Measures
Pennsylvania Department of Internal
Affairs, August 1, 19(?_3: _

“We are recommending type sizes for
net c?_ntent declarations In order to aid
comPlance_wnh the markmg require-
ments. It is hoped that theSe recom-
mendations will help in_more clearl
defining the meaning of prominence,
definite, clear and conspicuous as they
apply to quantlty statements. Labels
which meet the type size recommenda-
tions will be considered as satisfactory
provided that the quantity statement i
not obscured by other” printing, art
work, or color of the label.

{Footnotes continued on next page.)
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threat of ticky-tacky packaging—a series of meetings was held to
discuss possible solutions. A small grouP met in Pittshurgh at the time

of the annual meeting of the Pennsy

_“The boldface type size recommenda-
tions and the nedrest letter press type
equivalents are as follows:

Size of Principal

Display Panel
10 square Inches or 1SS, ...
Maore than 10 but less than

40 SqUare INCRES........commmmsmrsvrsirn
40 square inches but less

than 100 Square INCNES.......uvmvvrrns
100 square inches but less

than 400 square iNChes.....ummmnen
400 square inChes or MOre......wervsrrsrneen

“Notice To Whom It May Concern
Issued bsy the Bureau of Weights and
Measures, New York Deparfment of
égqrhcg%lgture and Markets, November

“Section 221.7 of such rules and re?u-
lations requires that a net quanity
statement apﬂear on the principal display
F_anel and ‘that such guantity declara-
ion be prominent, definite and i)laln
and conspicuous as to size and stYe of
[etters and numbers and as to color of
letters and numbers in contrast to
color of background.

"To assist manufacturers, processors
distributors, packers and 'sellers of
commodities to comply with the rules
and re?ula_nons, the Commissioner makes
the following recommendation as to the
minimum size of type to be used for
quantity declaratiors:

(1) L1/16 inch in height on a princi-
pal display panel of an area of 20 square
inches or’less; o

"(2) % inch in height on a principal
display panel of an"area of over 20
s?uare inches to and including an area
of 120 square inches; o

(3) Winch in height on a prlnu?al
display panel of an area of over 120
s?uare inches to and including an area
of 400 square inches; o

“(4) Yiinch in height on a principal
display panel of an area of over 400
square inches.
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Hei?htof Type Size
Letiering Equivalents
1/16 inch 6 point
1/8 inch 12 point
1/4 inch 18 point
318 inch 24 point
Linch 72 point”

“It is pointed out that the above
recommendations are to be us$d as
a guide only. The determining factor
of compliance with the rules and re?u-
lations is whether or not the quan |t¥
declaration appears op the i)r_mupa
display panel” In a definite, plain and
conspicuous manner. when considered
In relation to the printing, color of the
label and art work. o

" Food and Dru? Regulations issued
by the Department of National Health
and Welfare, Ottawa, Canada, August

17, 1960:

‘Sec. B.01.005

“(b) a declaration of net contents on
a package of food shall be deemed to
be clearly and prominently displayed
thereon if 1t is in boldface type and
not less than o

2 one-sixteenth of a inch in height
on ckaghes the main panel of the label
of which “has an area of twenty square
Inches or less; o

“(11) one-eighth of an inch in helght
on packages the main panel of the label
of which™ has an area of more than
txvcehnetsy but not more than forty square
inches:

“(il1} one-quarter of an inch in height
on packages the main Panel of the Jabel
of which has an area of more than forty
but not more than one hundred square
Inches; and _ _

“(1v) three-eighths of an inch in
height_on packages the main panel of

[Footnotes continued on next page.)
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Association. Subsequent meetings were held in Chicago and New
York attended by important representatives of the food and packagm%
industries. The Leﬂal Committee of the Grocery Manufacturers o

America reviewed t

e matter thoroughly at a second meeting in New

York City. A very large meeting was held in San Francisco. Finally,
an %).en ad hoc Industry Committee, under the chairmanship of Frank
T. Dierson, general counsel of the Grocery Manufacturers of America,
was or%nlzed at a meeting in Washington December 1963. James Bell

of the National Canners

the label of which has an area of more
than one hundred square inches.” .
6California Business and Professions
lCod3e, Sec. 12606 (Chapter 903, Laws
“12606.. Whenever any commodities
are sold in containers, the net quantity
of the contents of the container ‘shall be
Blamly and  conspicyously —marked,
randed, or otherwise indicated on the
principal dis Iag panel of the container
or on a label or tag attached thereto;
provided that containers, circular in
cross-sectional area, may contain the
statement of net quantity on either the
principal display panel or on an area
iImmediately ad Jlacent thereto, which area
shall be equivalent to not less than 20
Percent of the entire label, or on the
op.. of the container if the cross-
sectional area 1S not less than the cross-
sectional area of the bottom of the con-
fainer. The size of the markings, shall
be governed by the area of the ‘display
panel, or the area of the label or tag
attached. _

The director shall establish neces-
sary rules and regulations to carry out
the de3|gn of this chapter. Any “such
rule or régulation, or amendment thereof,
shall be adopted and promulgated by
the dlrect?r in conformity with"the E),ro-
visions of Chapter 45" (commenging
with Section 11371) or Part 1 of Divi-
sion 3 of Title 2 of the Government

ode.
“The provisions of this section do not
IO}‘J()aﬁr')] To containers while being used
for “the dellve,rK of a food which, in
accordance with the practice of the
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ssociation 15 Vice Chairman of the Com-

trade, is to be processed, labeled,
?acked or repacked on premises other
han where originally placed in such
containers. _

N bg To transparent wrappings, de-
VoI fan% words, letters or numerals,
used as a means of protectln? the com-
modity, when the weight of count of
the contents, or any partion thereof, I
accurately determined at time of, and
for the immediate purpose of, sale.

“(c) To an unlidded container when
the _welght of the contents, or any
?ortlon hereof, can be accurately de-
termined at the time of, and for the
iImmediate purpose of sale, by the
seller at the request of the buyer, on a
welghlng device installed for ‘the pur-
posé on the premises of the seller and
sealed jn accordance with the provi-
sions of_this divigion. _

¢ dg To an unlidded container when
the ‘count of the contents, or any por-
tion thereof, is accurately determined
at time of, and for the immediate pur-
pose of_sale. _

“(eg To containers of fruits and
veget bles, when the quantity is ex-
gr s%ed In terms of caunt as required
y the provisions of Chapter 2 (com-
niencing, at Section 781), Division 5 of
the AL?rlcuItu_raI CodT, and the count
IS accdrate with no tolerance below the
actual count allowed.

*(f) To containers of petroleum prod-
ucts ‘where the net quantity of the
contents of such containers is plainly
and consepl_cuqusly marked, branded or
?ﬁherv%lys, indicated on the side or top

ereof.
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mittee, and John Speer of the International Association of Ice Cream
Manufacturers is Secretary.

The ad hoc committee has the broadest possible membership and
has at all times been fgfen to anyone else who would like to join. It
is at present composed of scores of members representing virtually
every major national food association, many associations which repre-
sent industries selling packaged commaodities other than food, several
important packaging material associations, and, of course, a great
many representatives of individual companies. The cooperation of
such a diverse group, and their sincere efforts to promote consumer
interest, have heen most encouraging to witness.

A Drafting Subcommittee was appointed at the December meeting
to prepare and circulate a questionnaire with recommendations as to
the industry positions, and to summarize the answers for presentation
to the Committee on Laws and Regulations of the National Conference,
all of which assignments were accomplished in time for final review
by the full Industry Committee at a meeting in Washington in Feb-
ruary. The Industr& Committee then made its report to the Com-
mittee on Laws and Regulations.

Industry Committee Report Makes Four Points

(1) The quantity statement should appear on the principal display
panel, unless the ermpal display panel is under four square inches
an 5|zefo|r L(Jjnless the package Is an Industrial-type package, such as a

rum of lard.

~(2) “Principal display panel” means that part of a label most
likely to be presented, displayed or examined under customary con-
ditions of purchase.

(3) Rules governing type size should be advisory and should
be based on the area of the principal display panel with 1/16 inch
for panels of 0-25 square inches, 1/8 inch for panels from 25-120
square inches, J4 inch for panels 120-400 square inches, and inch
for panels over 400 square inches.

(4) Adequate time should be given to use up old labels and re-
design new laels.

Recommendations of Committee's Tentative Report

This Report was ﬁresented to Mr. Littlefield’s Committee in
February, and last month the Committee’s Tentative Report was made
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ublic in the announcement of the 49th National Conference on
eights and Measures. The Tentative Report makes several recom-
mendations :

(1) No amendment should be made in the Model Law or Model
Regulations at the June 1964 Conference, but state officials should
issue administrative rulings to the effect that conformance with the
standards set forth in the Committee report will be considered to ful-
fill the label requirements of the state statute and regulation. Primarily
because of the complexity of the problems with which we are dealm?,
and because of the importance of making certain that the proposals
are exactly as they should be before a statutory or regulatory amend-
ment is recommended, many of us in industry concur in this recom-
mendation, provided that uniformity is not thereby jeopardized.

(2) “Principal display panel or panels” is defined

... that part, or those parts, of a %ackage that is, or are, so designed as to
be most likely displayed, presented, shown,” or examined under normal and
customary conditions df display and purchase.

This definition, when read with paragraph 3(d) of the report,
does not appear to be significantly different from the Industry
Committee’s recommendation or from current law, and many of us
in industry have no objection to it.

(3) The quantity statement regulations would be effective as to
all package labels printed or ordered after July 1, 1964—two weeks
after the National Conference ad*ourns—and as to all packages, in-
cluding reusable containers, as of July 1, 1966. This time schedule
seems to many of us in industry to be too short, and we therefore will
presumably urge the Committee on Laws and Regulations to recon-
sider the Industry Committee’s proposal. The industry proposed
that the type size and placement provisions of the propose re(,iulatlon
be effective immediately upon promulgation as to (a) all labels
redesigned thereafter, and &b) all labels prepared from plates, dies,
cylinders, etc., made thereafter, and two years after promulgation as
to all other labels except single use or reusable containers originally
filled within the two year period.

Rules for Quantity Statement

The third paragraph of the Tentative Report also lays down a
number of rules for the quantity statement:

(Ia) It must appear on all principal display panels and must be
parallel to the base of the package. The intent of this suggestion is
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undoubtedly sound, but exceptions should be made for round labels
or lids and further clarification is probably necessary.

(bkll The net quantity statement must be in bold face or equivalent
type. Many of us in industry feel strongly that the kind of type used
on packages must be left to our package designers provided, of course,
that the type is prominent and contrasts with the background.

() The net quantity statement must be in a color which contrasts
with the background, of course a sound requirement, and

(e) It must meet @ minimum type-size scale similar to that
ommended by the Industry Committee, except that no minimum is
provided if the principal display panel is less than four square inches.

Subparagraph (d) of the third paragraph of Mr. Littlefield’s report
lays down specific rules for measuring the area of the “principal display
panel.” On rectangular containers, the area of the principal display
panel is “the product of the height times the width.” On cylindrical
containers, the label of which covers the entire cylindrical surface, it
is “the product of the height times Y the circumference.” On envel-
opes, sacks, ba?s and other flat containers it is “the total printed area
or Yz the total flat area, whichever is greater.” And on containers
with either a distinctly identifiable label area or with the label informal
tion directly applied to the surface of the container, it is “the total
actual area of the label or label space.” These are interesting but new
concepts which merit substantia I%/ more consideration than has been

ossible in the few weeks since the Tentative Report was published.

or example, no provision is made for a label on a glass jar which
covers only a portion of the height but all of the circumference of the
jar.

Subparagraph (f) lays down a novel rule that “the quantity
statement shall be presented in an area free from other printing or
marking, and such area shall extend in all directions from the state-
ment in dimension not less than twice the height of the numbers and
letters of the quantity statement.” The result is that the larger and
therefore the more prominently your quantity statement appears, the
more blank space you have to leave around it. It seems to me that
if this proposal is adopted, package designers will be forced to put
the quantity statement In the smallest permissible size, a result directly
contrary to what the Tentative Report and the Industiy Committee
are trying to accomplish.

The Industry Committee is now poIIinq its members for comments
on the Tentative Report of Mr. Littlefield’s Committee, and these
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comments will be presented at the open meeting of the Committee on
Laws and Regulations on June 15th.

One of the most important results of these last few months has
been the exceptional cooperation between weights and measures
officials and industry representatives. | personally very much appreciate
the courtesy and consideration which Mr. Littlefield and his Com-
mittee have extended to us in industry and | hope that the weights
and measures officials have the same degree of respect for us as we have
for their integrity and ability. The inevitable result will be promotion
of the interest of consumers through better, and uniform, Wel?]hts and
measures laws and regulations—without ticky-tacky. [The End]

REPORT ON “TRANQUILIZING” DRUGS

‘_‘Tranqumzm?” drugs are misnamed and show broader effects than
previously suspected, according to a recent report by scientists at the
National ‘Institute of Mental Health, Public Health Service, Department
of Health, Education and Welfare. o _

New evidence indicates that the phenothiazines, the most widely used
of the “tranquilizers,” improve the passive, withdrawn, apathetic pyatlent
even more than the agitated, abusive one. The drugs’ action, therefore
IS groaldgr tand more " versatile than Is presently outlined In standard
medical texts,

This finding was reported by Dr. Jonathan C. Cole, Director of
the Institute’s Psychopharmacology Service Center, at a Veterans Ad-
n'\}lllmstra,tlon Psychiatric Conference held recently in Kansas City,

ISsouri. _ _ _ ,

His conclusion was based on a nine-hospital collaborative study
of 340 patients, financed and directed by the Service Center. It showed
that the following symptoms which ‘are considered fundamental to
schizophrenia are the most |mgrove,d by the phenothiazines: poor social
ﬁartmpatlon, poor self care, confusion,”indifference to environment, and

ebeBhrenJc gestures (gnm_acmg and ?lgglmtg). _

sychiatric teams” which évalyated "patients with these symptoms
after Six weeks of drug therapy found them markedl¥ improved. "In
contrast,” Dr. Cole added, “hostility, a?natlon, anxiety, and ideas of
?ersecutlon—sym,p_tqms which are usually regarded as ‘target symp-
oms’ for tranqumzmg therapy—although “influenced by the drug freat-
ment, were not affecte éo as great a degree.” .

Durm% the past dozen years,” hie said, “the phenothiazines have
heen stereo gﬁle_d as ‘ataractics’ or ‘tranquilizers,” the implication belng
that their dominant action I1s to calm excited patients by relieving th
patient’s anxiety. . . . We have presented evidence t0 confirm” that
?henothlazmes ... have a wide variety of clinical effects beyond

rangrLHllzgnon.” _ _ ,
e drugs were shown to act in two ways, according to the study’s
coordinator, Dr. Solomon Goldberg. They alleviated the patient’s pre-
treatment symptoms, and ?,revent,ed the development of other schizo-
phrenic smFtoms the patient did not have before treatment. The
authors _conclude that the drugs seem to have a general aIIewatm? and
preventive_anti-schizophrenic actign, and can be used appropriately for

awide variety of schizophrenic patients.
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The Challenge: Improving Controls
In Frozen Foods

By GEORGE P. LARRICK

The Following Paper Was Presented Before the National Asso-
ciation of Frozen Food Packers’ Meeting in Chicago on March
20, 1964. Mr. Larrick Is Commissioner of Food and Drugs.

A BASIC, CONTINUING PROBLEM confronting both the food
industries and the Food and Drug Administration is the necessity
for assuring ourselves that innovations in food processing and ackaF-
ing are accompanied by adequate controls to assure food safety. In
an industry, such as yours, where there has been such a dynamic
growth in the volume and variety of products and in new processing
and packaging methods, the need for such controls and an interest in
their improvement is a major industry challenge and obligation.
From the inception of a new product—in product development—to the
delivery of the finished product to the consumer, the frozen food
industry and allied interests can and do apply control procedures. How
to improve them requires the application of technological know-how
on your part, aided by research from industry and government. |
propose to discuss some of the controls in effect and some which we are
convinced can be improved to cope with present or potential problems,

Efforts to Control Bacterial Contamination of Foods

Bacterial contamination of foods, includinﬂ frozen foods, from
such organisms as staphylococci and salmonellae, needs particular
attention. Total bacteria counts and coliform determinations are not
enough. The 1959-1960 joint Association of Food and Drug Officials
of the United States—industry survey of bacterial contamination of
frozen precooked foods, in which FDA cooperated, was a start in
pointing up the problem of insanitary conditions, temperature abuses,
and other factors contributing to high bacterial counts. As a result
of this survey, your association began a program of sanitation seminars,
You prepared an information booklet for these seminars entitled,
“Five Steps to Sanitary Quality of Frozen Foods.” This was a fine
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program, but the stress placed on the improvement in operating
Pract[ces is one that needs constant reiteration and special vigilance.
n this area you have the tools—in many cases, simple ones such as
adequate handwashing facilities. Yet it is desirable that these be
supplemented by a bacteriological test program if the efficiency of your
procedures is to be checked out.

Routine bacteriological controls are not sufficient to detect po-
tentially pathogenic microorganisms which may be present in raw
ingredients.  Since 1959, the stepped-up research and surveillance
programs by government and industry on salmonellae have made us
aware of the importance of this group in many foods, particularly
those containing poultry and \e/\?g ingredients. Many frozen precooked
foods are in this category. We have initiated a program whereby,
th_rou?h educational and a}fproprlate regulatory means, we hope to
stimulate egg breakers and food manufacturers using egg products
to eliminate salmonellae from their products. We have noted with
interest the efforts of one trade association (the Institute of American
Poultry Industries) to set up and operate a salmonellae control pro-
gram for its members.

Thus, bacteriological methods such as those for detection of
staphylococcus enterotoxin and salmonellae which only a short time ago
were “essentially research tools are today available to the industry
and the government hacteriologist for control and regulatory purposes.
We know that the extent to which some in industr adoBt these
methods is influenced by the attention given to the problem by FDA
and state and local officials. Yet a food manufacturer’s interest in the
safety of his products must and does continue as the principal motiva-
tion for improving his controls.

Detection of Pesticide Residues

Pesticide residues in frozen foods are a problem requiring unique
controls where raw agricultural commodities of a perishable nature
are purchased. FDA and state requlatory and surveillance programs
on pesticide residues on raw agricultural commodities reveal that only
a small incidence of samples bear illegal residues. The prudent frozen
food packer, however, does operate his own competent control s%stem.
When feasible, this includes a close check of a grower’s spray schedule
supplemented by use by the laboratory of rapid screening methods to
test samples of crops shortly before or upon delivery to the plant.
Since FDA has pioneered in the development of many of the currently
used pesticide residue methods, we will assist your association or
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individual firms which wish to learn more about rapid screening and
multiple detection methods.

An ever-present problem, hoth for the frozen food packer and
FDA, is the care emg_loged in adding just the right amount of a direct
food additive for which there are tolerance limitations. There is a
basic assumption in the use of these that the food manufacturer will
take the necessary precautions to avoid misuse. When a regulation
limits an additive in the finished food to several parts per million, only
good controls empl%eld_ in batch after batch provide the necessary
assurance that the additive present is within legal limits.

Plant Inspection

When our inspectors visit your plant—about once every two
years on the average—they need to know how good your controls are
S0 we can evaluate how you are carr?/_m out your responsibility day in
and day out. Where our inspectors find there is a likelihood that your
employees used an additive in excessive amounts or have used an
additive which is not authorized for the particular food involved,
they will point this out to management. By reporting these ohserva-
tions to you, FDA feels that you are then able to check immediately
and eliminate an unsafe situation on future production. However,
if you have already shipped products which may contain an unsafe
additive, the FDA must take the necessary steps to assure removal
of |IIega| lots from channels of consumption.

Problems which could arise from incidental additives in foods
throu%h packaging materials and equipment are eliminated where the
manufacturers of such materials and equipment go through the pre-
marketing clearance regulations under the Food Additives Amend-
ment. The food packer himself should have few control problems in
this area, as far as safety is concerned. The research required to prove
the safety of these materials has been quite expensive for the peti-
tioners in many cases. Members of the packaging industry have done a
fine job mplear_mgi their materials and they, as well as the consumer,
have benefitted in the process. A spokesman for the flexible packaﬂmg
industry recently pointed out how this industry had benefitted. Thus,
for the first time many firms took a really close look at the ingredients
and processes they had been using for Fears. As a result of this
examination, some food packaging materials were improved and manu-
facturing economies effected. Many firms were introduced to advanced
scientific methods—such as infrared spectroscopy and gas chromatog-
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raph?/. These methods were then available in solving other industry
problems.

Improper Handling of Food After It Leaves the Manufacturer

All along there has been recognition that much of the packer’s
care and controls may be cancelled out by improper handling of the
frozen product after it leaves the manufacturing plant. We are well
aware of your association’s pioneering efforts in pointing out the need
for proper temL)erature controls in every phase of transportation and
handling—trucks, railroad cars, warehouses, and wholesale and retail
establishments. .Addmonall?;, the Association of Food and Drug
Officials of the United States has done a great deal of work in this area
in the development of that organization’s model code for handling
frozen foods.

We recognize that there are differences of opinion as to Frecisely
what controls should be imposed, including some who would prefer
a completely voluntary operation. We see no responsible disagree-
ment, however, that the objective is to see that the frozen food package
is_properly handled all the way to the consumer. It is our hope that,
with this common ob[!)ectlve, means can be worked out so that there
will be no question but that those who mishandle the frozen food
products will stand accountable for their actions. We think it is highly
desirable for this regulation to be exercised by local authorities,
rather than to let some sensational accident precipitate federal regula-
tion at the level of retail sales.

There are other problem areas where controls can be improved.
One is that frozen foods packed in metal cans, labeled simply “Keep
Frozen,” are mistaken br consumers for a canned or nonperishable
food. Consideration should be given to a standard, conspicuous mark-
ing for such frozen food containers, thus reducing the chance for
consumer error. Another is the possible use of defrosting indicators
?s g check on proper temperature maintenance of the packaged frozen
ood.

Food Iabeling and packaging problems are of considerable concern
to consumers today and this concern, of course, is reflected by all
groups that have a responsibility to the consumer, More and more top
management people in the food industry are examining their packaging
procedures to eliminate deception. More attention is being given to
such critical areas as vignettes which may mislead, net contents decla-
rations, ingredient statements, servings per package, and product

claims.
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There is no question in my mind that most frozen food Fackers
do make an effort to label and package their products honestly. But
the problem is this—how to maintain a fair, ethical ﬁackaging standard
for one’s products in the face of competition from the firm that doesn't
maintain such standards. Thngacker who uses misleading “gimmicks”
in the labeling or in the fill of his packages rean extra profit, and as
you are aware, FDA has not been very successful in controlling certain
deceptive packaging practices.

~ The qrowin% interest in matters involving the consumer’s welfare
is certainly emphasized by the appointment of Mrs. Esther Peterson
as a Special Assistant to the President. Honest packaging has been
a matter to which she has repeatedly referred.

Consumer Education Programs

Over the past few years, the FDA has given increasing attention
to consumer education. An informed consumer is a bulwark against
false claims, be they from the food faddist or from the overenthusiastic
promoter of a new food product. We have given consumer education
Increased emphasis by setting up a Division of Consumer Education
in our new Bureau of Education and Voluntary Compliance. This
division has aIreadi/) expanded our consumer information program—
using on a regular basis, for the first time, the mass media of TV and
radio; preparing study materials for high school science teachers to
reach tomorrow’s homemakers; and issuing concise memos to con-
sumers on subjects which consumers frequently ask us about in the
hundreds of letters we receive daily.

| am happ}/. to note that your association is also conducting a
consumer education program.

Recently our Division of Consumer Education issued a consumer
memo inviting consumers to participate in the hearings to be held on
standards for frozen raw breaded shrimp products. The memo con-
tained a brief summary of the established definitions and standards
of identity and the specific matters to be taken up at the hearing. It
has always been our aim to obtain adequate consumer representation

?t éhese earings and this type of educational publicity may help us
0 do so.

The FDA’s recent reor%anization recognized not only the im-
portance of consumer understanding, but of an informed industry by
establishing a Division of Industry Advice in the Bureau of Education
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and Voluntary Compliance. Its function is to concentrate on a broad
program of promoting voluntar com%hance by the regulated indus-
tries with the various statutes enforced by FDA.

~ Within this division, the Industry Information Branch works
primarily with mdusw trade, professional and farm groups. It
provides them with informational materials, such as leaflets, film
strips, etc., explaining FDA’s policies, procedures and regulations.
Acting as liaison, the branch determines which compliance problems
the industry considers of prime importance and assists the industry
Froups in preparing informational materials to cope with such prob-
ems. Thus, trade associations, such as yours, can play a key role in
preparln(}; and distributing information that promotes compliance with
the pure tood laws.
~_The Advisory Opinions Branch of this same division assists
individual firms and industry groups with immediate compliance
problems offering written comment on proposed product labeling, the
application of regulations to particular products, and, of course, our
doors are always open to all who want to come in or telephone to
talk over their problems.

The challenge—to assure the safety of innovations in frozen
foods—is one shared by your industry and FDA. Recent amendments
of the food and drug faw show a basic trend toward making it more
of a preventive statute, by requiring premarketing clearance, for
examp[le, for food and color additives, rather than a merely punitive
one. To achieve maximum prevention of violations requires improved
controls by industry in all aspects of production and marketing. As |
have pointed out in a recent article :

_Industry is quite capable, in my hudgment,, of making enforcement proceed-
ings virtually unnecessary except for the incorrigible fringé of dellberathvrl]oIaEto[js].
e En

PRESCRIPTION DRUG NAME REGULATIONS
HELD INVALID

The “established name” drug regulations, which require that the
established name of a prescription drig accompany each agpearance,of
the trade name on any label, Iabelln?, or advertising of a ruP, are in-
valid, according to the United States District Colrt in Wilmington,
Delaware. The court held that Congress, in enacting Sectlon,50_2(e){1)
and 502(n), intended to put an end to the practice of mentioning the
%?nerlc name of the drug in an mconsBlcuous lace, and to implement
that purpose it required”that the established name should be Br_mted

prominently.” But |t had no intention of requiring that the established
name appear every_ime the t&i)de name is mentioned.—Abbott Lahora-
tories v. Celebrezze, Food Drug Cosmetic Law Reports f40,119.
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The Evolution of
the Drug Laws of the
United States, 1906-1964

By M. L. YAKOWITZ

This Article Was Delivered at the Pharmacy Congress Sponsored by the
College of Pharmacy of St. John’s University, Jamaica, New York, on
March 17, 1964. Mr. Yakowitz Is Director of the Division of Case Super-
vision, Bureau of Regulatory Compliance, Food and Drug Administration.

HE STORY BEHIND our country’s present drug law has a

T reat deal of historic significance and it is a pleasure to discuss
- this interesting story with you. It may be noted at the outset that

this particular piece of Americana holds interest not only for persons
working in the drug field, but also for professional historians. Thus,
at the Seventy-Seventh Annual Meeting of the American Historical
Association, held in Chicago on December 30, 1962, there were a
number of prepared papers dealing with the history of the Federal
Food, Drug and Cosmetic Act,

One of the speakers at the 1962 meeting of the American Histori-
cal Association made a most illuminating comment when he stated
that the evolution of America’s food and drug laws is a remarkable
example of “the adaﬁtatlon of democratic institutions to modern indus-
trial society.” By this, the historian obviously meant that each of the
food and drug laws passed by CongGress, beginning with the original
Federal Food and Drugs Act of 1906, has represented a practical step
by our national legislature to deal with important problems that arose
out of the rapidly developing technology of the present century, and
the accompanying social changes. The proof of this is evident when
we consider the problems that arose in the drug field, and how Con-
gress dealt with them in the Federal Food and Drugs Act of 1906,
the basic Federal Food, Drug and Cosmetic Act of 1938, the Durham-
Humph?ey{géAzmendment of 1951, and the Kefauver-Harris Amend-
ments 0 .
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Early Problems

At the turn of the century, two important problems were recog-
nized in the drug field. These were the undeclared presence of
morphine and other narcotics in proPrletary remedies and the out-
ra%e_ouslyr extravagant claims made for drug Broducts sold to the
public. The Federal Food and Drugs Act of 1906 dealt with the first
problem by requiring that if a product contained any morphine, opium,
cocaine, heroin, or certain other potent substances, the label had to
declare the presence and amount of such ingredient. As to the prob-
lem of unwarranted theraPeutlc claims it was hoped this could be
dealt with by a provision of the 1906 law which stated that a drug was
misbranded if its labeling contained any false or misleading statement
“regarding such article, or the ingredients or substances contained
therein.”

Sherley Amendment

Unfortunately, the Ianguag}e in the 1906 law intended to prevent
false therapeutic claims was found defective by a Supreme Court
decision in an important test case. It was not until Congress passed
the Sherley Amendment in 1912 that there was a definite hasis in the
law for curbing false claims. The Sherley Amendment stated that a
drug was misbranded if its labeling contained “any statement . . .
_re(};ardlng the curative or therapeutic effect of [the] article . .. which
is false and fraudulent.”

As time went on, it became recognized that the pioneer law of
1906, even with the Sherley Amendment of 1912, was not satisfactory
for dealing with problems in the drug field. For example, the govern-
ment could take action against extravagant therapeutic claims only
if it could prove that the claims were “false and fraudulent” To
prove a fraudulent intent is usually a very difficult matter. In many
contested court actions, the government was able to prove the medical
claims were false, but lost the case because it could not prove a fraud-
ulent intent. In brief, it could and did happen that an ignoramus who
marketed a wholly unscientific preparation for treating serious disease
was immune from action under the law because it was impossible to
prove a fraudulent intent. The paradoxical result was that the
Ignoramus was saved from punishment by his own ignorance!

“Elixir of Sulfanilamide” Tragedy

An important defect in the 1906 law was that it did not prevent
the marketing of new products without prior testing to determine the
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effects of the new preparation. This latter point was strongly impressed
on the public and Congress by the “Elixir of Sulfanilamide” tragedy.
For the lesson it provides regardm%.the drug field of 25 years ago,
it is worthwhile relating the story of this drug.

Sulfanilamide was the first of the sulfonamide group of dru?s used
for treating infection, including internal infection.” For several years
after its introduction in 1936, sulfanilamide was probably the most
important single drug available to physicians. It was distributed by
many firms in solid preparations, such as tablets and capsules, but
was not available in a liquid preparation because of its tendency to
decompose in solution.

In an endeavor to develop a stable solution of sulfanilamide, one
drug firm set its chemist the task of finding a solvent in which sulfa-
nilamide does not decompose. By testing the reaction of sulfanila-
mide with a large number of liquids from every conceivable source,
including solvents used in the paint and varnish industry, the firm’s
chemist was successful in finding a solvent, diethylene glycol, in which
sulfanilamide is both soluble and stable. Successful in its “research,”
the firm flavored and sweetened its diethylene glycol solution of sulfa-
nllagudte to form a palatable “elixir” and commenced marketing the
product.

Unfortunately, no thought was given by the firm to the possibility
of toxicity from the new solvent. This oversight had tragic conse-
guences. Diethylene glycol is quite toxic and more than 100 persons

ied from consuming the diethylene glycol preparation.

The “Elixir of Sulfanilamide” occurrence hastened enactment of
a modernized food and drug law that had been pending as a bill in
Congress for five years. Shortly after the “Elixir of Sulfanilamide”
episode, Congress enacted the pending bill, but first inserted a Erow-
sion requiring proof of safety before a “new drug” could be marketed.
Tfhijggé/vas bom the famous Federal Food, Drug, and Cosmetic Act
0

1938 Law’s Major Provisions

- The major drug provisions of the law enacted in 1938 were as
ollows :

1? A druq was in violation of the law if the therapeutic claims
made for it were false or misleading—the government no longer had
to prove that the sponsor had a fraudulent intent hefore the govern-
ment could take action to have the article removed from the market
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and the sponsor prosecuted; (2) the government was given limited
authority to conduct factory inspections to obtain information about
the procedures used by the manufacturer; (33 medical devices were
for the first time brought under FDA's Auris iction; (4) the label of
every drug had to state the name of each active ingredient and state
the amount of certain potent substances as specified by the Act; and
most important, (5) a “new drug” could not be marketed unless the
sponsor filed with FDA a new-drug application containing convincing

evidence that the drug was safe for the intended purposes.

The 1938 law did not specifically class any drug as a “prescription
drug.” However, it gradually was recognized that some “old” drugs,
and many “new” drugs, are not safe for unsupervised use by the
general public and that such drugs should be available to the public
only on the prescription of a licensed practitioner. In 1951, Congress
enacted the Durham-Humphrey Amendment which divides drugs into
two broad classes: (1) articles which are safe for use without medical
supervision and which may therefore be sold as over-the-counter
drugs; and (2) articles which are not safe for unsupervised use and
which are therefore restricted to dispensing on the prescription of a
thsmlan. This second catePory of drugs must be labeled with the
egend “CAUTION—Federal law prohibits dispensing without pre-
scription.”

As this audience knows better than most groups, there has been
a great increase in the number of new drugs in recent years. This
has had a tremendous impact on the practice of medicine, a fact which
is pointed up by the statistic that almost 50 per cent of the drugs
dispensed today were not available six or seven years ago. With this
rapid development of the drug industry, some problems arose which
received attention by Congress, culminating in the Kefauver-Harris
Drug Amendments of 1962,

Some of the problems dealt with by the Kefauver-Harris enact-
ment are: (1) questionable effectiveness of new drugs; (2) use of
advertising that emphasizes claims of benefit but fails to reveal the
possibility of adverse side effects; and (3) questionable practices in
the distribution and testing of investigational new drugs. The
Kefauver-Harris enactment constitutes a major revision of the drug
provisions of the Food, Drug and Cosmetic Act and it is therefore
worthwhile considering each provision of this new law?
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Registration

Under the new law, Fersons and firms engaged in the manufac-
ture, repacking, or relabeling of drugs must “register” annually with
FDA. This registration requirement applies to those engaged in
intrastate business, as well as those engaged in interstate business.

~ We have issued a simple form for use in registering. The reg-
istrant is required to provide his name and the address of his esta
lishment and, in addition, is asked to provide information about the
type of operation conducted by him, the class of drugs that he handles,
and the size of his establishment.

_Foreign drug firms will be permitted to register under regulations
which, when promulﬁated,. will include procedures for inspection or
other arrangements that will enable a determination to be made as to
the conditions under which their products are manufactured.

The new law requires that FDA inspect every registered drug
establishment at least once every two years. Also, the new law spe-
cifically adds consulting laboratories doing analytical work for drug
firms on a fee basis as establishments subject to inspection.

Factory Inspection

The new law strengthens the inspection provisions in the case
of establishments that manufacture or deal in prescription drugs.
Such establishments must make available all files, records, and process
and control information, etc., that have a bearing on possible viola-
tion of the law with respect to prescription drugs. Financial data are
exempt from this new requirement.

Manufacturing Controls

~Proper manufacturing of drugs requires highly qualified and
trained personnel, adequate manufacturing facilities and sgemal labora-
tories for checking on ingredients, partly processed batches, and
finished drug preparations, etc. Under the Pre_—exwtlng law, FDA
lacked specific jurisdiction over the manufacturing procedures used
by drug firms—we were able to take action against a poorly made
drug only after the product was sampled in interstate commerce and
the sample was found by our laboratory tests to be actually subpotent
or not of the proper purity.

The Kefauver-Harris law enactment overcomes this deficiency by
specifically requiring that the facilities, methods and control proce-
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dures used by a firm in manufacturing a drug must conform with
“current good manufacturing practice.” We have promulgated regu-
lations to serve as quidelines for the drug industry.

Drug Names

~ The Kefauver-Harris enactment coins a new phrase, the “estab-
lished name,” meaning the nonproprietary name by which a drug or
drug substance must be designated on the label. For substances that
have been available for years, it will turn out in most instances that
the “established name” is the name that is already familiar as the
“common or usual name” of the substance. However, the Secretary
of Health, Education and Welfare is authorized to designate the
“established name” of any substance when this is desirable in the
interest of usefulness and simplicity.

Prescription Drug Advertising

The new law requires that any advertisement for a prescription
drug must provide the same ingredient information that is required
to appear on the label of the drug, plus a “brief summary relating to
side effects, contraindications, and effectiveness.” Enforcement and
regulation making under this new provision are assigned to FDA.

~The obvious objective of this portion of the law is to require pre-
scription drug advertisements to give adequate information regarding
the composition of the dru? and to have the advertiser provide the
physician with a fair and balanced picture of the “good” and the “bad”
of the drug. The regulations promulgated b%/ us require that the
claims made in the advertisement must be truthful and must be com-
bined with appropriate information regarding the side effects and
contraindications of the drug.

New Drugs

Under the pre-existing law, an article was regarded as a “new
drug” if it was not generally recognized by medical experts as safe
for the intended use. Such a product could not be released for market-
ing until the sponsor filed with FDA a new-drug ap?llcatlon contain-
ing convmcmg evidence that the drug was safe for the intended
ﬁurposes. Under the new law, the definition of the term “new drug”
nas been expanded, so that now a product must be cleared with us
if it is not generally recognized by qualified experts as both safe and
effective for the intended use. The sponsor must submit satisfactory
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evidence of safety and effectiveness before we may “approve” the new-
drug application.

Products that were cleared under the safety provisions of the
pre-existing law have until October 10, 1964, as a grace period, but by
that time, the sponsor must file substantial evidence of effectiveness
for the product.

~If the sponsor fails to do this, the new law authorizes us to take
action against the drug by withdrawing approval of the new-drug
application. Proposed regulations were just recently published.

The Kefauver-Harris enactment contains several other imﬁortant
provisions affecting new drugs. For example, we are now authorized
to require manufacturers and distributors of new drugs to submit
reports of adverse effects, etc., with respect to such drugs, even after
the article has been cleared through the new dru% procedures. The
purpose of this particular requirement is to enable us to obtain all
avallable information .regardlngb newly discovered adverse effects,
etc., so that new warnings may be required in the labeling and adver-
'[ISIHE] for the drug, or, If necessary, the drug may be forced off the
market.

The Kefauver-Harris enactment contains provisions dealing with
the procedures under which an |nvest|g|at!onal new drug may be dis-
tributed for test purposes. The requlations that we have adopted
require that the investigational new drug must be adequately tested
in lower animals hefore it is administered to human beings in clinical
trials.  Also, in accordance with the Kefauver-Harris enactment, our
regulations require that the sponsor of the new drug must have the
investigator certify that the investigator will inform the patient that
the drug being administered is an experimental article and that the
investigator will obtain the consent of the patient or the patient’s
representative, except in those instances in which the investigator
concludes that this is not feasible, or, in his professional judgment, is
contrary to the best interests of the patient.

~Some other requirements of the investigational new drug regula-
tions that are of interest are these: The sponsor of the investigational
new drug must submit to us the name and a summary of the tralmng
and experience of each investigator, with an outline of the plannec
investigations.  Further, if the sponsor intends to charge the investi-
gator for the new drug, he must provide a full explanation of why this
IS necessary.
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Antibiotic Drugs

‘Under the pre-existing law, only antibiotic products containing
penicillin, streptomycin, bacitracin, chlortetracycline, or chloramphe-
nicol, or derivatives of these antibiotic substances, were subject to
certification. Full certification required that a sample from each batch
of the antibiotic drug had to be submitted for testing in our labora-
tories, and a certificate for the particular batch was issued by us if
the drug had the proi)er potency and purity, etc. Under the Kefauver-
Harris enactment, all antibiotic drugs intended for use in humans will
be subject to the certification procedures. However, this new law
authorizes us to establish exemptions, so that a particular antibiotic
drug, even though intended for use in humans, may be exempted from
batch certification if the manufacturer can comply with the exempt-
ing provisions.

Veterinary Drug Preparations

Most of the provisions of the Kefauver-Harris enactment apply
to veterinary drugs as well as to drugs intended for human use. How-
ever, the only antibiotic drugs for veterinary use that are subject to
certification are those containing penicillin, streptomycin, bacitracin,
chlortetracycline, or chloramphenicol, or derivatives of these five anti-
biotic substances.

A significant change in the veterinary drug field brought about
by the Kefauver-Harris enactment relates to medicated feeds con-
taining stilbestrol or other ingredients which are known to be capable
of inducing cancer when administered in a particular fashion. Under
the new law, it will be permissible for us to approve new-drug apgll-
cations for medicated feeds containing such substances if the available
evidence shows that the medicated feed does not adversely affect the
health of the animal and does not leave a residue of the drug in the
edible portions of the animal or in any food, such as milk or eggs,
produced by the animal. Proposals to” market such medicated feeds
must also be cleared under the “Food Additives” provisions of the Act.

In closing, it is pertinent to note that each time the food and drug
laws of this country have been improved to bring the control of_drugs
in line with technological advances, there have been those in the
re%ulated industry who have feared that the change in law would
stifle industry or ‘would stifle research. This view was expressed in
the writings and statements of some industry representatives follow-
ing enactment of the Kefauver-Harris law. However, the fact of the
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matter is that through the years, as industry has improved its prac-
tices in order to meet up-to-date requirements in the laws and regula-
tions, the industry has benefited immeasurably. This point is well
recognized by the more thoughtful members of the drug industry.

Thirteen years after the Food, Drug and Cosmetic Act of 1938
was enacted a major drug house ﬁu_bllshed a book titled The Odyssey
of Modern Drug Research in which it stated with regard to the effect
of the 1938 law that:

T]he entire industry settled down to observing the law and the complex
requfations. issued_under the wide enforcement powers granted to the Food and
Drug Administration. And in the course of doing so, the mapufacturers—some
willy, some nilly—found themselves comBeIIed {0 increase their scientific and
tectinical personnel, to accumulate a vast OdY of medical evidence on which to
launch their Pro_ducts, and in general to apply the principles of rational thera-
peutics to all their works.

Our confidence in the high principles and good sense of the in-
dustry leads us to anticipate that as time goes on, all members of the
drug industry will regard the Kefauver-Harris law as a valuable
enactment that will stimulate further infusion of scientific procedures
into drug manufacture and use. Most of the forward-looking members
of industry have already reached this conclusion regardin rt]heEIa\(/jv].

e EN

_ REVISION OF ICE CREAM STANDARDS

Leading ice cream manufacturers have proposed several amend-
ments to the Federal Definitions and Standards of Identity for ice cream
and related frozen desserts, The proposals would make the foIIowmﬁ
chanqes in the standards: gl) Revise labeling requirements to, establis
guidelines by which the name given a particular tlavor of ice cream
would be determined by the kind and amount of natural and/or arti-
ficial flavoring it contains; $2) Permit the use of concentrated cheese
whey or dried cheese whey for supplying not more than 25 per cent of
the non_fﬁt milk solids in 1ce cream, and permit the use of a modified
skim milk meeting certain prescribed requirements.

Cheese whey is now Permltted as an o;tmonal ingredient in fruit
sherbets, and 1tS use must be declared on the label.” The ice cream
firms proposed to repeal this requirement and_also to permit the use of
whey In ice cream without label declaration. On its own initiative FDA
?ropo_sed that If whey is made an optional ingredient for ice cream,
hen jts, use should be d(?clared on the label of ice cream as well as on
the label of other frozen desserts.

In_addition to sFeIImg out how the flavor of an ice cream is to be
determined and declared,” the é)roposed amendments alsg specify the
relative size of letters to be used. Two proposals were offered for. de-
?le rsﬁélt?ognsseaweed stabilizers by the names used in the food additive

_ FDA invited interested persons to submit their views in writing
within 60 days to the Hearing Clerk, Department of Health, Education
and Welfare; Rm. 5440, 330 ‘Independence Ave.,, S. W., Wash., D. C.
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Government Control of New Drug
Testing and Introduction

By RALPH G. SMITH, M. D.

Dr. Smith Is Director of the Division of New Drugs, Bureau of
Medicine, Food and Drug Administration. This Is the Paper He
Presented at a Symposium of the Carl Neuberg Society for Inter-
national Scientific Relations in New York City on April 15, 1964.

HE OPPORTUNITY TO APPEAR AS A SPEAKER at a
T symposium_of this renowned society is much appreciated. The

subject assigned to me is one with which | have been concerned for
the past 14 years. Although this is a relatively short time, it covers
more than half the period during which the government of this
country has played a role in the testing and introduction of new drugs.

Prior to the 1938 Federal Food, Drug and Cosmetic Act, the gov-
ernment had no control gver the introduction of new drugs. It was
only after they were in interstate commerce that they were subg,ect
to Such provisions of the then-existing Act that covered adulterafion
and misbranding. =~ Although the need of further controls was recoq-
nized bf those intimately concerned with the requlation of dru?_s well
before 1938, it required @ major drug disaster to arouse the public and
Conqress_ to the same state of recognition. More than a hundred
Peope died hecause an “elixir” was made with diethylene glycol and
he product was not tested for toxicity.

. Limitations of the 1938 Act

The Act which was passed at that time required clearance of a
new drug before marketing, The clearance, however, applied only
to its safety when used as directed in its labeling. 1t was not neces-
sary for the distributor to show that the labeling claims for efficacy
were valid. 1t is true that, in the administration of this law, it was
necessary to give some consideration to efficacy which could not be
entirely divorced from safetY. From the practical standpoint, it was
also necessary to recognize the concept of relative safety. No active
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drug is absolutely safe. The degree of hazard allowed had to be con-
sidered from the standpoint of therapeutic value, Man)A new ,drugi
applications were approved, however, with notification to the applican
that approval did not include the claims made for its efficacy.

The 1938 law also provided for the ‘promulgatjon,of regulations
to control the shipment of a new drug for investigational purposes
before it was a(s)proved for marketing. The regulations demanded only
a very limited degree of control of investigational drugs. Before
their Shipment, it was required that the sponsor obtain a signed state-
ment from the investigator to the effect that he would use the dru?
only for investigation and that he had the necessary facilities for if.
Records of shipment had to be kept, which were _subgect to inspection
bytthe Ftood and Drug Administration, along with the investigators’
statements.

AIt_hou%h there were expressions of concern that these controls
would intertere with the development of new drugs, subsequent ex-
?erlence showed that this did not occur. The two decades which
ollowed showed enormous expansion in this area. The new drugs
which were introduced replaced, to a large extent, those which were
previously used as therapeutic a?ents. oreover, the requirements
of the law stimulated the support of new drug investigation and the
development of improved manufacturing procedures.

~ Over the course of these Years,_ it became evident that there were
important deficiencies, particularly in the existing controls for investi-
gational drugs and in the required procedures for the handling of
new drug applications, Abuses of the investigational drug regulations
occurred, some of which may be cited. There were instances of com-
mercialization of dru?s_ under the investigational label. The wide-
spread distribution of investigational druqs occasionally served the
pur_Pose of premarketing promotion, rather than of valid investigation.
Failure of investigators to report or to adequately report their studies
was not unusual. This was to the detriment not only of the FDA,
but also of industry.

Although the present regulations were first published for com-
ment in August 1962, two months before the passage of the Kefauver-
Harris amendments, the thalidomide disaster had already occurred.
As the 1939 Act was precipitated by the Elixir of Sulfanilamide
episode, the 1962 requlations and amendments to the Act were made
acceptable by thalidomide,
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‘A few weeks ago, the Commissioner of Food and Drugs in his
testlmon)( before a Congressional committee stated that legislation
and requlations merely retlect the growing needs of our society. Quot-
ing further:

Neither the Legislative nor the Executive Branches of the Government can
successfully impose Tequirements upon drug research and use that are significantly
In advancé of the requirements the public, including the scientific community,

consider proP_e_r. Nor may they fail to provide for the controls the public, mcIug-
Ing the scientific community recognizes as desirable.

Federal Controls for Testing and Introducing New Drugs

~Under what federal controls are new drugs actually tested and
introduced today? | am sure that most of you are familiar with them
and it is not feasible to even cite all the details at this time. The
following, however, is an outline :

Prior to the distribution of a new drug for tests in man, the specific
sponsor of the investigation is reguwed to submit to the FDA certain
specified information. “This includes:

(1) The name, dosage form, components and quantitative com-
position of the drug. . _

(2) A description of the chemical structure, if known, and the
source and preparation of any new drug substance and the methods
used to insure the identity and uniformity of the new drug. _
~(3) Adequate information on preclinical testing to show that it
Is reasonably safe to initiate the proposed clinical studies. This
requirement ‘arises from the obvious need to conduct adequate tests
in animals before starting human trials.

(4) The labeling or other information to be furnished to investi-
gators. It is evident that the clinical investigator must have sound
information as to prior tests to_make his decisions about dosages to
employ, and hazards and side effects to look for in clinical trials.

(5) The name and a summary of the training and experience of
each investigator or expert. S .

~(6) An outline of the planned investigations which may be sub-
mitted” by phases. We recognize the necessnY, of a considerable
degree of flexibility, particularly in the stages of clinical pharmacology
where it is most needed. _ _

(7) If the drug is sold, a full explanation of why such is neces-
sary. In certain instances there may be justification for chargmg
for"an investigational drug. However, the” government should have
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the facts, so that it may reach its own decision as to whether sale of
the drug represents premature commercialization.

(8) The regulations also provide that neither the sponsor nor
any person actlntt;_ on his_ behalf shall disseminate any promotional
material representing the investigational drug to be safe or useful for
the purposes for which it is under investigation. This provision was
Ptompted by instances of extensive promotion of new drugs dis-
ributed under the mvestlFatlonaI legend. In consideration of this
point in the proposed regulations, fear was ,exP,ressed that this would
prevent the ﬁresentatlon or Publlcatlon of scientific papers or reporting
of such in the lay press. It has been clearly stated that it is not the
intent to do so or to prevent full exchange of scientific information.
This has become evident during the short period since the regulations
have become effective.

Information Required from the Investigator

How do the regulations affect the investigator? He is required
to submit the following information to the sponsor:

(1) A statement of his education, experience and the facilities
he will'employ in the investigation.

Zg An outline of the plan for his investigation.

~(3) Statements showing he understands the conditions govern-
ing the use of investigational drugs, including the maintenance of
records and the submission of reports to the sponsor.

Some investigators have felt no obligation to submit reports and
some distributors have exerted little effort to obtain them. Maklng
the submission of reﬁ,orts a condition for receiving the druPr shoul
gho far in correcting this. We have heard comments to the effect that

e burden of producing required records and reports will discourage
some physicians from™ participating in m_vestl%atlons. This may
happen in some instances. However, the failure o record and report
results of the investigational use of dru?s for the benefit of the medical
community may lead to a repetition, of drug injuries and deaths that
may otherwise be avoided. There is reason to he concerned that in
some drug investigations favorable experience is reported and un-
favorable experience forgotten.

_The sponsor also is required to inform all investigators and FDA
of findings_suggesting any hazard in use of the drug and to discontinue
the investigation and récall outstanding stocks of the drug if the
investigations adduce facts showing that there is substantial doubt
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that they may be continued safely. The prompt dissemination of find-
mqs of adverse effects may give“them early significance which would
not otherwise occur if they remained as isolated observations, pos-
sibly without identification of the drug as a causative agent. The
sponsor, of course, must receive such reports from the investigator
who commits himself to report promptly any adverse effect caused by,
or probably caused by the new drug. 1f it’is an alarming reaction it
should be reported immediately.

~The statement which the sponsor obtains from the investigator
is required to include a commitment that he will not supply the new
drug to any other investigator not responsible to him, or to clinics,
for ‘adminiStration to human beings. This is designed to prevent
unauthorized distribution of the investigational drug to those who
may not be aware of its unestablished safety and who may use it
without adequate precautions.

Patient Consent Provision

~Of particular interest, also, if the patient consent Provmlon
included by Congress in the new legislation and repeated in the requ-
lations. 1T is required that the manufacturer or sponsor of the investi-
gation obtain a certification from an mve_stlgiatqr that he will inform
any human being or his representatives (inc udlng controls) that the
drig is being used for investigational purposes and obtain his consent
for such use e_xceFt,where the investigator deems it not feasible or,
In his professional judgment, contrary to the best interests of such
human being. This reguwement merely reflects the long-standing
belief by our SOC_Iet)[/ and others that pafients who are_being used as
experimental sub+ec s should first ?lve their consent.  There has been
much criticism of this requirement, but basically it is not new. The
same re(%uwement has been set forth in codes of medical ethics over a
period of years and is recognized to common law. It may be even less
restrictivé than the latter ‘in that it allows the physician to forego it
under certain circumstances.

After submission to FDA by the sponsor of the new drug of the
required information—Notice of Claimed Investigational Exemption
for a New Drug—it may be shipped to investigators and the investiga-
tion may proceed without prior approval. The Commissioner may
terminate the exemption if he cannot conclude from_the information
and data submitted that it is safe to continue it or if the conditions
of the investigation are not met.
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These requlations became fully effective on June 7, 1963. The
need for more strict control of the investigation of new drugs had been
widely recognized by many in the pharmaceutical industry and also
by numerous investigators. Some expressed the view, however, that
the requlations went too far, demanded too much, and required time
troublé and expense to the extent that new drug investigation would
be seriously hampered.

Difficulties Encountered by Investigators

~The industry did rise to the occasion. Although many investi-
8atlons were at “least temporarily discontinued, we have received to
ate some 1600 “Notices.” Thé impact on investigators, although
somewhat delayed, was also very evident. Industry was conditioned
to government controls by over two decades of experience with the
new drug procedure. Investigators were not. The previous investiga-
tional drug regulations affected them so slightly that they were only
vaguely aware of the government somewhere in‘the background. The
new controls and obligations constituted a novel experience in spite
of the fact that many of the more competent had heen complying
with the spirit expressed in them in most respects in the past.

The regulations also affect many investigators who are working
on their own clinical problems, rather than those of industry. This
Is the case if the study involves an investigational drug obtained by
interstate shipment, ‘Although they are free to act as sponsor for
their own investigation, they may not understand how to do'so. Many
have difficulty in" obtaining” the ‘drug or chemical which they wish to
investigate_through reluctance of the supplier to assume an¥ de%ree
of responsibility, understandably so in certain instances, Troubles
were often acceéntuated by misunderstandings and lack of information.
~ The situation is undoubtedly improving and | am sure will con-
tinue to improve. In this, our Advisory Committee on Investigational
Drugs has played no small part. It has heen possible to simplify some
procedures while still complk/lng with the regulations. Irresgectlve
of what is done, communication is a problem. It is hoped that the
Investigational brug Circular will alleviate this. The first number
was published on ebruar¥ 20 of this year and more will follow.
Announcement was made of the acceptability of a simplified “Notice”
for investigations involving the use of a diug as a research tool to
study normal or altered bodily functions and” also for early clinical
investigation of drugs of therapeutic potential. Other points, prompted
by questions we have received, were clarified.
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_ The period of adjustment is by no means over, but advances are
being made.

Change in Procedures

~ There has also been significant change in the procedure for clear-
ing a drug for commercial marketing once the clinical tests have been
completed.

The outstanding change in the new drug application procedure is
the requirement that an_apﬁllcatlon,mclu e supstantial ‘evidence of
effectiveness of the drug in the conditions for which it is recommended.
Furthermore, its labeling must not be false or misleading in any particular.
There is no doubt that the effectiveness provision will prevent the
marketing of some new drugs for which applications are made, and
it will without doubt result”in decisions not to submit applications
for some drugs after they have been investigated. As stated above
many new dru% applications have been cleared in the past which did
not Include substantial evidence of effectiveness, It is a matter of
conjecture as to what proportion of these would have passed the test
if a serious effort had been made to obtain the evidence.

~This requirement will necessitate better planned and conducted
investigations than in the past. It may prolong the period of investi-
gatlon,_but I’'m not sure that this is nécessarily so. Maybe delay can
e avoided b}/ better planning. It is recognized, of course, that the
availability of competent investigators is a problem. It can be done.
Applications have been approved Since October 1962.

During the next few years hoth industry and FDA are %omg to
learn a lof about evidence for effectiveness.” A variety of situations
are going to be encountered, some of which will not besimple. Well-
controlled investigations which yield data which can be evaluated
statlstlcallg are not always feasible. Both FDA and industry will
need the Dest expert advice available on occasion. | know that we
are taking steps to obtain it.

| have not %one beyond the subject of new drug testing and
introduction and there are several asFect,s of these areas which have
not been considered, such as_the extension by the Kefauver-Harris
Amendments of the certification procedure toall antibiotics and the
changes in_procedure in handling new drughappllca_tlons. In adhering
to the sub#ect, | have not discussed the changes in control of drugs
after they have been introduced. Suffice it to Say that they have been

notably increased.
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Government Control in Other Countries

Government controls over the investigation and introduction of
new drugs are increasing in other countries which have such controls,
as in Canada, and are being introduced into many. countries which
have not had them. In the United Kingdom, a strict voluntary (on
the part of industry) control system has recently been instituted with-
out legislation. New Zealand now has a new drug law similar to ours
which 1t is be%mnmg to administer,

Many other countries have varying degrees of control and others
have legislation under consideration. “The degree of supervision is
often limited by available facilities. _Communication between nations
in the area of drugs is increasing.. This is facilitated by the activities
of the World Health Organization and the annual World Health
Assembl¥. Certainly all nations are aware of the necessity of some
degree of governmental suP,ervmon and each one is becoming familiar
with the world-wide situation. International uniformity of controls
will not be achieved in the foreseeable future, but there 'is movement
in that direction. [The End]

PERMANENT INJUNCTION PROHIBITING
MANUFACTURE OF TRANQUILIZER

A permanent mgunct_lon has been obtained prohibiting a Sayreville
New Jersey firm nof registered under the Food, Dru_? and” Cosmetic Act
from_future manufacture of meprobamate, a tranquifizer, ,

The firm, located in an old chemical plant on a dirt road in the
country near Sayreville, was unknown to the Food and Drug Ad-
ministration, Department of Health, Education and Welfare, unfil two
IFItJAi |{1s ectohrs, acting on information, went to see the firm’s manager
ate last March.

InsFectlon revealed quantities of urethane and aluminum _iso-
propylate, all materials used to make meprobamate, plus some 2,700
pounds of meprobamate powder, enoth to make an estimated $275,000
worth of meprobamate tablets at retail prices. The New Jersey Bureau
?Hce T)(r)eonqlsaeg Drugs obtained an embargo and removed all drugs on
, Th_? |n{unct|o_n complaint filed b ,thengovernment charged that the
firm failed 1o register as'a pharmaceutical manufacturer under the Food,
Drug and Cosmetic Act ‘as amended by the Kefauver-Harris Dru
Ameéndments of 1962. The complaint als charqed that no New Dru
Application has been approved for the interstate shipment of mepro-
bamate by the firm, and that the firm mmallY refused to permit in-
spection ofkart of Its premises as required hy. the law.

Judge rthur S. Lane of the Federal District Court at_Trenton
New Jersey, slgne_d a temporary restramlng order on March 26 agaipst
the firm, dproh| iting distribution of unfit drugs and ordered a héaring
on._an order to show cause why the firm should not be Pe_rmanently
enH_omed. The dgf%ndants later Consented to the fermanen injunctiof,
which was signed by Judge Lane on May 15, 1964,
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Federal Food, Drug and Cosmetic Act
Judicial and Administrative Record-

1058 -196°0

~ Here is the hfth in the ludtcial and Administrative Record Series an
important addition to the F<d Law Institute Series. Authius Vincent A
Kleinfeld and -Men ii. Kaplan follow the same u-efal formal established in
the earlier outstanding eaitions covering the years W38-1957.

“This informative guide and source 1 k is douled into four nttnor
sections for vicar convenience and ease of use. tin? part contains the tad
text of opinions rendered under the Federal Food. Drug and Cosmetic Act.
The Act as amended to date with the dprlnmpal requlations thereunder is
also included m this section. The secona portion contain- the "Statements
of General Police' or Interpretations" issued hv the Food Drug Adminis-
tration. The third section contains in full all new requlations ﬁromulgqted
by the Secretarv of Health, education and Welfare dealing with definition-
and standards of jdenote tor rood. I'he jourth nan turnishes retererat-
to pertinent material for the 1955-1Q60 period in cc.nrectioti with problems
arising under any section of the Act.

_This handy desk help contains cumulative tahles of case- and tal.le-
iif torms covering the earlier volumes—is enmprehensivelv indexed for reach-
reference. In all. 52S pages, hard bound, red and black with gold stamping,
size 61 x 9-'s". .Price. $17.50 a copy.

YOURS— FOR 15 DAYS’ FREE EXAMINATION

~ This authoritative hook can be yours for 15 days' free examination, just
fid out rhe nandv tear-off (trder Card at the right. If not completely -atisfied
after loo-king it 1'ter. return the inok tor old credit.
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