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Now as to some of this I may not understand the full scope of what
the bill is saying. T am trying to read the wording of the bill and
see if I can discover what it means. “Established name” for a d

or for an ingredient thereof means (1), so says the bill, the standard

name established under section 508 (the preceding section of the bill),
or (2) if there is no such name and such drug, or such ingredient, 1s
recognized in the Compendia, then the Official Compendia name, or
(3) if neither (1) or (2), then the common or usual name, if any,
of such drug or of such ingredient.

Particular attention must be directed to the word “ingredient.”
Does the amendment mean that where there is no established name
for the dirug itself, the ingredients must be given precedent in position
over the proprietary name of the article and be displayed in type at
least as large and prominent as that used for the proprietary name?
The importance of that question is related to the requirement, brought
forward from the present law, that articles made up of two or more
ingredients must be labeled to disclose the “common or usual name” of
each active ingredient. That is all right—and if that is what the
amendment would mean, it is all right—unless the amendment has the
effect of requiring the names of these ingredients to be given prece-
dence in position over the proprietary name of the article and to be
shown in type at least as large and prominent as that used for the
proprietary name.

Many proprietary products have many ingredients. Soine of them—
U am looking at two small ones here, a bottle of Murine and a tube of
Mentholatum—have anywhere from 6 to 12 ingredients. Now there
15 no common or usual name for an article of thissort. It isa combin-
ation of ingredients. Murine is its trademark. It may have a deserip-
tiveterm. Itisaneyewash. I guessthatisaccurateenough. Thatis
a descriptive term that identifies the nature of the article, but there
1s no name in any book for this article. and it has some nine ingredients,
Now I don’t know that the bill means this. Mr. Chairn:an, but there
are many people who think that 1t does; that the way it is worded
today. where there isn’t a common or usual name, there would have to
Le these nine ingredients listed, and listed in precedence to the trade-
mark. and listed in type of the same size as the trademark.

T mnst say to vou c mdidly I can’t believe that that is w’ at v sne
has intended, but we are working on a proposed statute and are trring
to revise it to accomplish what is intended by the Congress. S0t 15
a fair question, and it is one which is raiced very frequently by peaple
who are studyine this bill today. Likewise, with this little package, a
little packace of Mentholatum. it has no common or usual namne. Tt
isasalve. Tt isasalve for colds. Tt lias seven inaredients, hut there is
no coinmen or usual name—there is a descriptive term. Tt is a salve,
and you may modify that to call it a cold salve or something of that
sort. And so with proprietary niedicires there are descriptive terns:
Antacids, analgesics, laxatives, and so forth.

The Cranneax. Tsn’t Mentholatum the name of it ?

Mr. Hocr. Mentholatum is a trademark.  That is just what T was
worried abont a moment ago. Suppo-e under this power without
same restraint the Secretary construes, and by regulation declares,
that Mentholatum is the “establihed name™ of this article, do we
go one step further and inquire whether that would be for this
particular article or for any article similar to it.
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Now, many articles may be and are on the market similar to it. ’
They may even have the same active ingredients. They might not !
have the same quantities of the active ingredients or they might have |
the same quantities of the active ingredients but have different inac- ;
tive ingredients which would have a material effect upon the action :
of the article. So quite aside from the injustice that might be done :
to the owner of the trademark, confusion would be opened up wide.
And that is true of practically all of these proprietary articles. Very
few of them are single chemicals. That 1s true frequently with the
ethicals, and vet it isn't always true with them. It certainly isn’t
always true with the ethical over-the-counter items. They too may
be combinations.

Mr. Chairman, labeling under these requirements would be difficult
at best, and if some of my questions are apt, it would be grotesque
at worst. These provisions are an offshoot from the so—ca]lexgir generic
name proposals contained in S. 1552 introduced by Senator Kefauver,
and H.R. 6245 introduced by Mr. Celler. Both bills having been the
same at the time of introduction and both having been entitled “Drug
Industry Anti-Trust Act,” the avowed purpose for these provisions in
those bills was to discourage prescribing medicines by trademarks.
It was represented that these provisions in those bills would thus
be effective to reduce the price of prescription d

Proprietaries weren’t considered 1n those bills or in the hearings
at all; but this was represented and, as I think in a statement just
here the other day, it is repeated now that provisions of that sort
would reduce the price of preseription drugs. 1k

The proposals were not advanced in the Kefauver and Celler bills f
or in the hearings on them as being escentially protective of the public 4
health. They were economic in character and were to apply only to o
drugs sold on prescription. In H.R. 11581, these provisions would
apply to all drugs. And this bill is concerned primarily not with
price but with the traditional province of food, drug, and cosmetic
legislation, i.e,, public health. The existing law has ample provision
for informative labeling.

I say to you, sir, I am not dogmatic about it. I haven’t any ob-
jection to some change if the Congress thinks there should be a change, :
but I say to you for the moment—so we will be informed—the exist- :
ing law does have provision, and. in my opinion, ample provision B
for informative language. Section 502(c) provides that a drug is F
misbranded if any information required by the act—
to appear on the label or labeling is not prominently placed thereon with such
conspicuousness (as compared with other words, statements, designs, or devices, i

in the labeling) and in such terms as to render it likely to be read and under- Y-
stood by the ordinary individual under customary conditions of purchase and use. . i

I can say to you out of my private practice, Mr. Chairman, that
the Food and Drug Administration has heen constantly diligent and
active under this provision of thelaw. They have been very construc-
tive in the wayv ther have gone ahout it. There haven’t been a great
many criminal prosecutions and serious offense charges of that sort,
but there have been innumerable situations where manufacturers and
distributors are cited to come in before the Food and Drug Admin-
istration, hear its criticism and make adjustment. Adjustment is
usually made—in my experience almost always made—by revising
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the language to conform to what the Department wants in size of
type, in prominence of position, in coloring of background, and that
sort of thing. That has been, and is today, a very active area of ad-
ministration, and I think a very constructive one and a very effec-
tive one.

Section 112, the one we are discussing, would require formula dis-
closure of proprietary medicines (p. 18, line 23). Dru%s composed
of two or more ingredients must under the bill be labeled to show
“the established name and quantity of each active ingredient.” This’
is a throwback to the original food, drug, and cosmetic bill introduced
on June 12, 1933 as S. 1944 and generaﬁ known as the Tugwell bill -
It provided (sec. 8(e)) that a drug woufd be misbranded if its label
failed to bear (1) “the common name of the drug, if any there be,”
and (2) “the name and quantity or proportion of each medicinal or
physiologically active ingredient thereof.” This was vigorously op-
posed and the bill was amended and enacted in the form of the present
law which, at section 502(e) requires only the listing of the names
of the active ingredients and the quantities of certain specified in-
Eredients such as alechol, chloroform, bromides, strychnine, and per-

aps 10 or 12 others.

he quantitative formula is a trade asset—frequently a very val-
uable one. The label disclosure of it not only destroys the property
right of the owner but it opens the door of opportunity for counter-
feiting, substituting, and passing off. The bill, therefore, in the pro-
visions of section 112 would—if enacted—seriously impair and
frequently destroy proprietary rights. It takes a dual approach to
this end: (1) The dilution of the trademark by the labeling predomi-
nance for generic names, and (2) the public disclosure of the formulas.

I emphasize the word “public” there, Mr. Chairman, because in &
moment when I come to factory inspection I am going to suggest our
willingness to expose to the inspectors quantitative material on the
formula. That is one thing. Tt isanother thing to put it on the label.

Now, quite aside from giving up trade assets, a favorite way of
counterfeiting or substituting or even price competition is for com-
petitors to take two packages and say: “You see, they are the same
thing. The ingredients on each package are the same and even the
quantities are the same, this one is cheaper, so buy this one.” That is
quite common in fields of unfair competition other than this.

The monetary value of tra'lemar}(s and trade secrets is very great
indeed. The value of them for purposes of identifying desired
groducts, aranteeing their quality and uniformity, fixing responsi-

ility, and protecting consumers against spurious goods, is even
greater. Trademarks and proprietary rights are vital parts of the
private enterprise system and much of our economy has heen huilt
upon the recognition and protection of them.

I understood, Mr. Chairman. there was a witness before you last
night—T didn’t hear him-—speaking of the turn in Russia, turning
hack to trademarks for identified merchandise and names.

Let me sav to you that trademarks constitute one of our most an-
cient economic institutions. Etruscan vases found in Italy today
hear the trademarks of people long ago. So do things unearthed at
Pompei. I am thinking of one in particular that wag labeled—it
would seem modern—Scaurus’ brand of jelly. That is on an exhibit
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in Naples today out at Pompei. Heraldry merged with trademarks
because a knight going into battle had to be identified with his visor
down and so he had to be marked with a color or emblem. Hallmarks
for silver came from being registered in the Guild Hall in London.
Thus we have “hallmarks.’

Trademarks have figured as long as we have any record for fixing
responsibility, for identifying. They were important in the old days
in the case of shipwrecks. And so when we talk on this bill, and on
the bill in the Senate, about generic names and trademarks, we are
dealing with a very ancient institution.

In the making of drugs, some manufacturers are not satisfied with
the minimum requirements of the compendiums. They set higher
standards for their products and they seek to discover and formulate
new products. The incentive to excel is inherent in the system. )

The section could be appropriately amended by striking out the
words “and quantity” in line 23 on page 18, and by striking out lines
3 to 11, inclusive, on page 19. Those lines have to do with the prece-
dence of position and the same size of t;;pe.

I come now to the last section that I ask your indulgence on. Sec-
tion 201, pages 30-32, “Inspection of Factories and All Things There-
in”: Here the bill would amend section 704 of the act to authorize
employees designated by the Secretary to inspect factories, ware-
houses, establishments, consulting laboratories—and consulting lab-
oratories I suppose would take in universities, colleges, hospitals,
establishments of all sorts—vehicles and all pertinent equipment,
finished and unfinished materials, containers and labeling therein.

Up to that point except for the inclusion of consulting laboratories.

it is the same as the present law, but now we goon—
And all things therein (including records, files, papers, processes, controls, and
facilities) bearing on whether articles which are adulterated or misbranded
¢ ¢ ¢ have been or are being manufactured, processed, packed, transported, or
bheld in any such place, or otherwise bearing on violations or potential violations
of this act.

This would authorize unlimited inspection, and no one—layman or
lawyer, manufacturer, consultant, processor, warehousernan, whole-
saler, retailer or carrier—could refuse inspection of anything. It is
a criminal offense (sec. 301(f)) to refuse “to permit entry or inspec-
tion as authorized by section 704” And by the amendment the
authorization is so wide that one would he afraid to refuse any inspec-
tion. The catchall phrase (p. 31, lines 8 and 9) “otherwise bearing on
violations or potential violations of this act” underscores that the pro-
posed power is for carte hlanche inspection.

It is important that the discussion of the proposed amendment be
introduced by a reference to (1) the fact that the Food, Drug, and
Cosmetic Act is a eriminal statute. and (2) that the fourth amendment
to the Constitution of the United States assures—
the right of the people to be secure in their persons, houses, papers. and effects,
against unreasonable searches and seizures * * *

The statute is indeed a criminal one. Violations of its many com-
plex, technical requirements-—many of which are framed by future
regulations of the Secretary’s making—are punished as crimes by fines
or imprisonment or both—as misdemeanors, and as felonies with a
$10,000 fine and 10 years in prison—and guilt does not depend upon
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guilty intent and is not avoided by innocence of intent. Indeed, so
strict and severe is this statute that criminal punishment may be in-
flicted upon corporate officers personally even when they have no per-
sonal mowledge of the offense or even of the shipments involved, and
“this may happen even when the officers’ oorEoration is found not
guilty. (United States v. Dotterweich, 320 U.S. 277; 1943.)

The president of the corporation was convicted on two out of three
counts, I think. For some unexplained reason—I believe that it is so
stated even in the books—the corporation.of which he was the presi-
dent was found not guilty, but the president was. He had no knowl-
edge whatsoever of the shipment. But he was the president. He
was the overall boss of the works, and he was convicted and the
Supreme Court upheld the conviction.

actory inspection, as it is presently constituted in the act, is the
result of an amendment in 1953 before this committee following the
Cardiff case (United States v. Cardiff, 341 U.S. 174). At the time of
that case, section 701 of the act authorized entry and inspection “at
reasonable times” and—this was the important line—*“after first mak-
ing a request and obtaining permission” of the operator. Section
301(f) then, as now, prohibited refusal “to permit entry or inspec-
tion” as authorized by section 704.

The Supreme Court held that the statute—in making inspection
dependent on consent and making refusal to give that consent a
crima—did not give the factory owner fair warning of the criminal
nature of his refusal to give consent and was too vague for judicial
enforcement. The Court affirmed the Court of Appeals for the Ninth
Circuit (194 F. 2d 686) which reversed the district court and ordered
an a>quittal of the defendant. Amendments to overcome the effect of
this decision were proposed in several bills which were the subject of
hearings before this committee on May 19 and 20, 1953 (83d Cong,,
Ist sess.) HL.R. 2769, H.R. 3551, H.R. 3604. H.R. 5740 was pre-

ared after the hearings, reported by the committee, and enacted after

ebate on the floor.

In the Cardiff case, Mr. Justice Douglas said—

Before I quote that I want to say to you, Mr. Chairman, that T am
sure you »nd other members of the committee remember the searchin
consideration given to that amendment in this committee in 1953, ang
the exten<ive floor debate wliich was had in this House. It was more
extensive in this House than it was in the Senate, but there was floor
debate and a good deal of committee consideration in the Senate too.
So. what we have in the law today came as a result of some very
searching inquiry and examination by this committee.

Now, in the Cardiff case, Mr. Justice Douglas said :

The vice of vagueness in criminal statutes is the treachery they conceal either
in determining what persons are included or what acts are prohibited. Words
which are vague and fluid (citing cases) may be as much of a trap for the in-
nocent as the ancient laws of Caligula.

In Boyce Motor Lines. Inc. v. United States, 312, U.S. 337 (1952),
the Supreme Court said :

A criminal statute must be sufficiently definite to give notice of the required
conduct to one who would avoid it penaltier, and to guide the judge in its
application and the lawyer in defending one charged with its violation.

Does the proposed amendment meet these tests? Will a manufac-
turer or his lawyer dare refuse the inspection of anything? In an-
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swering these questions, we may go back to the Cardiff case. Prior to
that, the Food and Drug Administration maintained that the com-

aratively limited inspection of section 704 covered every feature of a

actory’s operation. The administration contended that the section
even then authorized inspection of private formulas, complaint files
and guahﬁcatlons of technical personnel. The following is taken from
the Government’s petition for certiorari in that case:

Factory inspection of a drug plant may include observation, photographing,
and appraisal of the following factors on the premises: (1) Conditions of sani-
tation, (2) raw materials, (3) formula cards, (4) actual manufacturing werk-
sheets, (3) batch records, (6) weight and measuring controls, (7) packaging
techniques, (8) sterility and pyrogen controls, (9) poteucy coutrols, (10) coding s 4
system, (11) facilities for maintaining separate identity of each drug, (12)
cleaning of equipment between batches, (13) quarantining of drugs until after
t learance with control laboratory, (14) qualifications of technical personnel, (15)

X the complaint file of the firm. In addition, samples and labeling of doubtful
materials are purchased from the factory for analysis and appraisal by food and
drug scientists, and shipping records relating to sources of raw materials as
well as to destinations of finished products are examined and copied to facilitate
the removal of offensive merchandise from interstate commmerce.

The then Commissioner of the Food and Drug Administration,
Charles W. Crawford, testified before this committee that the language
of section section 704 did authorize the inspection of numerous items
described in that quotation. (Hearings, May 19 and 20, 1953, pp.
84-86.) If the proposed amendment that we have before us now with
no limitation in it, should be interpreted in the ratio in which the
limited language of the law was interpreted in that certiorari petition,
the range of future inspection can be as wide as the imagination.

In these circumstances, it would be better to specify what is subject
to inspection. The law, as presently worded, and even more so as
administered and as acquiesced in by the industry, already permits
extensive factory inspection. .

We are not opposed to factory inspection. We would just like to
have some limitation, or some security against unwarranted demands

for inspection. . ) . . d
_With respect to proprietary drugs, we think the inspection provi- !
sinns of the law are now adequate. But the members of the association

are not opposed to inspection except the sort which the hill pr(:iposm,
the sort which would amount to fishing expeditions and would con-
stitute unreasonable searches.

We suggest the following revision of the proposed amendment—
and we make this suggestion, Mr. Chairman, with advice of factory
people. in an effort to be constructive and to suggest something that
would accomplish what the Food and Drug Administration wants and
would give the industry protection.

So we would suggest that the section read:

Sec. 704. Facrory IxsrecrioN. (a) For purposes of enforcement of this Act,
officers or employees duly designated by the Secretary, upon presenting appro-
priate credentials and a written notice to the owner, operator, or agent in charge,
are authorized (1) to enter, at reasonable times, any factory, warehouse, or
establishhwent in which feod, druge. devices. or co<metics are manufactured,
processed, packed, or held, for introduction into interstate commerce or after
such introduetion, or to enter any vehicle being used to transport or hold soch

food. drugs, devices, or cosmetics in interstate commerce; and (2) to inspect, at
rersonable times and within reasonable limits and in a reasonable manaer, such

553




VOL. 21 LEGISLATIVE HISTORY OF THE FOOD, DRUG & COSMETIC ACT

380 DRUG INDUSTRY ACT OF 1062

factory, warehouse, establishment, or vehicle and all pertinrent equipment,
faished and unfinished materials. containers and labeling therein—

and this would be new—

and all pertinent sanitation mcthods, analytical reports on unfinished materials,
quantitative formule data for active ingrcdicnts, qualitative formuls data for
inactive ingredients, facilities for weighing and measuring, packaging facilities,
sterility controls, active ingredient assay conirols, coding systems, facilities for
maintaining geparate identity for each drug, cleaning of equipment, methods for
gquarantine of drugs until after clcarance with control laboratory and flle of
complainta from licensed medical practitioners and licensed medical institutions.
A separate notice shall be given for each such inspection, but a notice shall not be .
required for each entry made during the period covered by the inspection. Each.
such inspection shall be commenced and completed with reasonable promptness.

Mr. Chairman, that would give the Food and Drug Administration
the substance of what it said it had in the petition for certiorari in the
Cardiff case.

Some of it would read exactly on it; some other would read in
substance, but it is fair to say, I think, that what we have proposed
here would give the administration pmcticall}({[ everything that they
said the law in 1953 gave them in this Cardiff certiorari petition,
and, at the same time, 1t would enable a man to know what he must
show. It would enable a lawyer to tell his client that you can safely
refuse inspection on this without the danger of criminal prosecution.

I include by saying that I hope that I have indicated the sweep and
the substance of this legislation, and the need for thoroughgoing and
analytical study of it by this committee. Mr. Chairman, it has been
iy privilege to appear before this committee a number of times over
the years, and I know at first hand the care with which this committee
studies its legislation, and I thank you for hearing me this morning
on this bill.

The Cramyax. Mr. Hoge, thank you very much for your very full
and apparently complete statement and your analysis of this proposed
legislation.

You have been so thorough in your description that I cannot imagine
there will be too many questions to be asked by the members of this
committee,

Mr. Roberts, do you have any questions?

Mr. RoBerts. I agree with the chairman.

I think it has been a very complete and comprehensive statement.
I am sorry I was not here when Mr. Hoge began his statement, but T
would like to go back to the area where you talk about the over-the-
counter items such as Mentholatum, Murine, and similar-type prod-
ucts.

Ts it your contention there that present labeling in most instances is
sufficient, and that to go with the type of labeling that you think
might be required would bring about a very difficult situation. I
believe you used some words which I assume to mean that some of
these articles are so small in packaging that it would be very difficult
to show the ingredients in the same type as you show the trade name.

TIs that the point you are making?

Mr. Hoce. This is in addition, Mr. Roberts, if it means what I sug-
gested that it may mean. If it should mean that these seven or eight
ingredients had to be shown in letters the same size and type as the
word “Murine,” it would make a packaging job—T used the word
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“grotesque” advisedly. I think it would be grotesque. It might not
even be possible to do.it. But, at best, it would be a very difficult job,
anéle would literally destroy, I think, the trademark value of the
labeling.

Mcr. Roserts. You made the further point that these requirements
are economic in character and have very little to do with public health,
in_your opinion. '

Mr. Hoce. That is my opinion, Mr. Roberts, but it also—I have
as my authority for it, the statements made by the gentlemen in the
Senate who advocated these provisions which appeared there before
they came here. The chairman of the subcommittee there stated, and
on numerous occasions, that these provisions were for the purpose of
reducing the price of preseription drugs. He had no reference what-

ever to these proprietary items.

Mr. Roperts. Now, go back to this statement that you had with
reference to the power sought in the new bill as far as personnel is
concerned. i

I would like for you to discuss that just a little bit, where you
talk about facilities and equipment. I believe you say that, in your
opinion, this would give the Administrator a great deal of power over
thc; rsonnel of a manufacturer, and you propose to strike from
(@)(1)—

Mr. Scuexcg. Where are you reading?

Mr. Rosegts. Iam on page 4 of the statement.

You propose to strike subsections 2 and 3¢

Mr. Hoge. Yes.

Mr. Roperts. Under (B) ¢

Mr. Hoge. Yes. That isjust on labeling. '

Mr. Roerts. You propose to strike a part of (B) also, do you not !

Mr. Hoge. The word “personnel.”

Mr. Roserts. “Controls used for,” you propose to striket

Mr. Hoce. No, sir; only the word “personnel.” “Controls used for,
facilities, methods,” I would leave in.

Mr. Roserts. You take out “personnel”{

Mr. Hoge. “Personnel,” yes, sir. It seems to me, Mr. Roberts, that
there is a big difference in the Government regulating and super-
vising, to some extent, to the proper extent, let us say, machinery,
sanitation, housing. It is another thing to get into the personnel, the
qualifications of personnel, how long they have worked for us and
whether they have got college degrees or have not got college de-
grees. We are dealing with people; and I think a different test is
indicated.

The Cramatan. You say thatis on page 44

Mr.Hoce. Yes,str.

Mr. Roserts. Page 4 of his statement, the third underscored line
which says “facilities or personnel.” Also strike subsections 2 and
3 under (B).

Mr. Hoce. Mr. Roberts, I would also strike the power of the Secre-
tary to prescribe these things by regulation. The present law does
not do that, and I would strike “personnel,” and then two lines
below it we have, “regulations promulgated by the Secretary.”

Mr. Roserts. You would also strike that?

Mr. Hoce. Yes, sir.
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Mr. Roeerts. You want the law to stay as it is at the present

time?
Mr. Hoce. Well, no. i
The law at the present time comes down to the underscoring. The

law at the present time covers unsanitary conditions. Now, the
amendment, with the striking that I have suggested, would add to sani-
tary controls the “methods used in,” the “facilities or controls used
for;” would put them in the same category with the sanitation control.

Mr. Sciexci. Will the gentleman yield for a question ?

Mr. Roeerts. I yield.

Mr. Scuexck. Mr. Hoge, it was my impression that the personnel
referred to here was the description of the qualifications of the per-
sonnel, their training, experience, and ability of personnel.

Do you object to establishing certain qualifications of that nature?

AMr. Hoge. Yes. I think that is a matter for thre manufacturer in
employing his people and in studying them over a long period of
years to determine whether he has competent personnel. I do not
think the Secretary ought to do this. )

AMr. Screxck. You do not think the matter of competence should
enter into this?

Mr. Hoce. Well, necessarily, it enters into it, and it is a part of
the manufacturer’s responsibility, of course, to have competent help,
but I think, to put that under governmental control is a different
thing than charging him with the responsibility. -

Mr. Scexce. Thank you.

Mr. Roperts. That isall I have, Mr. Chairman.

The Ciairatax. Do you object to giving the Secretary the author-
ity to determine by regulation on the basis of good manufacturing
practice as to whether or not a particular person is qualified for
the job?

Mr. Hoce. Yes.

The Cizaeyx. Do you think that the manufacturer should deter-
mine the adequacy of the personnel ¢

Mr. Hoce. Yes: I do.

The Crratrarax. And his employment $

Mr. Hoce. Yes.
The Cuaryax. That is what this would do, would it? It would

permit the Secretary to have that authority ?

Mr. Hoee. That would give it to the Secretary; yes.

The Crawratax. Do you interpret this to mean that even though
a given person emploved by the manufacturer may be well qualified
as to background, the Secretary could determine that that person
was inadequate——

Mr. Hoce. Well, now, let us see, if he made regulations, I doubt
that he could make regulations as to individual persons. He would
have to trv to standardize. He could not deal with personalities
at that pont. If hLe did not have the regulations, then he might
in a given case atta~k the competency of the personnel. But the
way it 1s here, I think it would be a 1aatter of come form of stand-
ardization. I de not know what it would be. I would just
be guessing.

The Cuamymax. It would be based on good manufacturing prac-
tices. That would be the key words, I would think.
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Mr. Hoge. I have no objection to the language, but I do have objec-
tion to the Secretary making the determination. Now, charge the
manufacturer, if you please, with having controls and facilities in
accordance with good manufacturing practice, and if he does not do i
then make him responsible under t%e act—his article is adulteral
as you have it here—but let us not give the Secretary the authority
to standardize these things by regulations. :

The Cuamyax. Mr. Schenck? -

Mr. Scuexcg. Mr. Chairman, just to pursue that a bit further, my
impression of the matter of controlling the personnel was the estab-
lishment of standards of education or fitness for a given job, not
necessarily a personality or a person, but merely broad qua.lifgcations,
educational and otherwise. :

Is this the provision to which you object? ;

Mr. Hoge. It is the provision, but, Mr. Schenck, I think that it is
fair to say that when we are writing this language, we have to consider
the growth of it under administration. Now, I happen to know from
conversations had respecting this language—I do not think it would
be fair for me to quote someone because I cannot document it—that
some people advocating this would like to know whether employees
had Wasserman tests.

“Well, what has that got to do with it,” I asked.

“YWell, it may have a lot to do with it.”

They would like to know whether the employees had Wasserman
tests. They said “We would like to prescribe that they have Wasser-
man tests.”

Tell, I am not against Wasserman tests, but T wonder if we are
going to havethe Federal Government getting into that sort of control.
Now, let me say again, Mr. Schenck, that we are not discussing a State
or a city ordinance. You might have one situation there.” But is
Federal, central control to be carried to that extent in this sort of
regulation ¢

Mr. Roserrs. One more question.

_Mr. Scuexck. Mr. Hoge, it would seem to me that almost all mar-
riage laws require certain health standards. YWould you feel that that
would be improper in the manufacture of some proprietary medicine?

Mr. Hock. I think there is a difference.

Mr. Scuexck. That is all, Mr. Chairman.

The Cramyax. Mr. Friedel!

Mr. Frieper. Mr. Chairman, I am going to be very brief with my
questions.

I would like to know what procedure these proprietary drug con-
cerns go through. What stamYﬂrds do they have to have before they
can market their product?

Mr, Hoce. The proprietary drugs are subject to the new drug pro-
visions of the law, just as all drugs. T would have to go fal:tlﬁer to
answer that. A new drug is one which is not geuerally recognized
as safe by experts and so on. Now, if you bring out a proprieta
drug today, consisting of ingredients” generally recognized, we
known. and on good advice there is no question of safety, all you do is
bring the drug out, put it up in the proper labeling with directions and
warnings and all of the other things that the law requires, and market
1t, you do not go through any form of pregovernmental] control.
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Mr. Frieper. You do not have to get the FDA’sapproval§

Mr. Hoce. No, sir; you do not, unless there is a question of safety.
That, of course, this situation for the company and its adviser.
If there is any doubt about the safety, if one has any question that
he may run afoul of the law, then he would file a2 new drug apFlication,
and, very likely, the Food and Drug Administration would report
back that: “We do not thing the section applies.” You then have
had your assurance. But that is just a matter of precaution. Now,
if you were combining two well-known things and recommending them
for time-honored conditions, you would not file any application of
any kind.

Mr. Frieper. You would have to have no proof of tests to show
that the article is—

Mr. Hoce. You would not if you were dealing, as I say, with these
old drugs which are, to use the words of the act, generally recognized.

Mr. Frieper. For example, you just had some salve there. What
is that?

Mr. Hoce. One is the Mentholatum salve.

Mr. FriepeL. And you stated that it might be a cold salve or it
might be a pain salve. Who would determine that1

Mr. Hoge. It is an external ointment according to its directions,
“to be used as a vaporizing unguent and balm applied for relief.”

Well, the manufacturer determines it, but he does it, of course, on
the advice of his chemists, his pharmacologists, and others that he
seeks out. And, of course, he may make tests, Mr. Friedel, and
probably does. But the law does not require him to file for a new
drug unless is is not generally recognized as safe.

Mr. Fraeper. This leads to my question. On page 15 of your
statement, the bill, pages 8 and 9, authorizes the Secretary to with-
draw his approval if it later appears to him that there is substantial
doubt as to the safety or efficacy of the drug, to authorize the suspen-
sion of approval prior to the hearings when the Secretary finds that
there is imminent hazard to the public’s health.

Now, are you opposing that?

Mr. Hoce. The place I have it there in my statement, Mr. Friedel,
would apply to a drug which is on a new drug application. Now,
these proprietary articles, most of them now are not on new drug
applications. My point along there was that if you change the defini-
tion to include efficacy, so that a new drug is now one which is not
generally recognized as efficacious and safe, it might bring in some of
these proprietary articles on which no one has any question of safety,
hut some expert, as the law calls him, might sav, “Well, I don’t think
it will do you any good: I don’t think it is harmful: I don’t think there
is anything unsafe about it, but I don't think that it will do you any
good, and, therefore, it is a new drug.” And now vou have got to
go throuch all of this nesw drug procedure. Now, those matters on
page 15 apply to a drug which, however it got there, is under a new
drug application.

Mr. Frieoen. Getting away from the proprietary drugs, to a new
drug. if the Secretary of Health or the Food and Drug Administra-
tion would find that it would be an imminent hazard to the public
health le could order suspension of approval without a hearing ¢

Mr. Hoce. That 1s right.

Mr. Friever. That you are opposed to?
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Mr. Hoge. Yes.

That is an awful lot of authority. .

Mr. Frieper. Do you not think the Secretary would notify you that
they have complaints on it or something, prior to withdrawing the

drugt

Lfr. Hoce. Well, it puts in one man an awful lot of power to say
that without a hearing he can just pull this article off the market,
on which one has invested, well, somebody said yesterday, I think,
about $5 million to get a new drug on the market.

Mr. Frreper. I go not want to prolong this, but I think in your
testimony here you said you had such wonderful cooperation with the
Food and Drug Administration{ :

Mr. Hoge. we do.

Mr. anomke%’ery few cases have gone to court. They just come
in and notify you.

That is why I cannot understand why you are opposed to this, when
they have shown in the past that they do cooperate.

Mr. Hoce. I am glad you said that because, in my considered opin-
ion, having worked with this law for many years, I think the great
cooperation that the industry has with the Government is due to the
fact that this law back there in the 1930°s was worked out as a law
which stated the obligation of the industry and gave the power, gave
power to the Administrator to enforce it, so that both parties have
approached this work over the years with respect for each other.

e Food and Drug has assumed its burden and gone about its
duty, and the industry has tried to assume its burden and gone about
its duty under the law.

I think this statute has been one of the finest statutes that I have
ever had any experience with for the reason that it was worked out
so carefully back there in the 1930's, and does so clearly state the
reg;;irements that are upon us and the duty that is upon the
Administrator.

That is what I am asking you to do now with this amendment, is to
keep the law that way by revising it—I am only asking for revision,
Mr. Friedel. T am not opposing amendment to the law at all except in
the details which I have discussed.

Mr. Frreper. That is all, Mr. Chairman.

I would like to pursue it further, but I know we have other wit-
nesses and other members want to ask questions.

The Cuarmryax. Do you think there should be some procedure,
Mr. Hoge, whereby a drug, if there are obvious reasons, could be tem-
porarily withdrawn from the market until after a hearing and such
other procedure as may be necessary to determine its safety?

Mr. Hoce. I think you can do that now by injunction, Mr.
Chairman.

The Cramyan. Do you think that would be sufficient authority
for the Secretary to go to court ?

Mr. Hoce. Well, I think so, and I would say this:

That if there is any doubt about it, then I think the act might be
revised to make it clear that he could go to court.

You mentioned yesterday the cranberry incident. It is no criticism
of the Administrator to say that these things can happen. He is
only human, and he has to delegate with this large organization to
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people all down the line, and they are just as likely to go off sometinies
/S we are.

I think that, just generally, to have a court or to have somebod;
that is not immediately interested in it, either from the industry’s
standpoint or the Food and Drug standpoint, to pass upon it is a safe-
guard which we have long recognized in our system of jurisprudence.

The Cramyan. Mr. Younger?

Mr. Youxcer. Thank you, Mr. Chairman.

Mr. Hoge, you made the statement that your relationship with the
FDA was very satisfactory and with the industry and under the law
you knew your responsibilities, they knew theirs, and you have gotten

along very well and produced good drugs.

Mr. Hoge. That is correct, yes. : -

Mr. Youncer. Isthata fair statement ¥

Mr. Hoce. That is a fair statement. .

Mr. Yorxeer. Then why, in your opinion, are these changes
proposed ? -

Mr. Hoce. You mean the changes that I have proposed ¢

Mr. Youxcer. No,the changes which thislaw proposes.

Mr. Hoce. Oh, well, 1 think that they, like ourselves, learn by
experience, and, as we go along, we see need for updating the law. We
did it here in 1951 with Durham-Humphrey. Experience had taught
us that some different controls were needed with respect to prescription
drugs and we worked them out. We were here on factory inspection
in 1953 because of the Supreme Court decision.

We have been here on food additives because of what we learned
in those respects. I think it is just a matter of growth, a larger
industry, a larger population, and the things that Food and Drug
has learned in administering and the things we have learned in trying
to obey the lax.

As with this unfortunate thalidomide case, we have all learned
something. I am not sure, and, in fact, I have read that it perhaps
could not have been prevented. I do not know whether the regu-
lations which the Government has adopted now will prevent it in the
future, but on what we have learned the Food and Drug Adminis-
tration has now proposed some regulations which have been shaped in
the light of what has been learned, and it is hoped that they would
prevent anything—rwell) it really did not happen. but it might have
happened—and they would prevent anything like it happening again.

hat is the reason for it, and I am quite in sympathy with updating
this law. Mr. Younger.

Mr. Yorxcer. Primarily, if T understand your statement, vou
want these changes expressed in the lJaw {

Mr. Hoce. Wherever possible.

AMr. Yooxcer. And not left to administrative regulations of some
kind that may change at any time without hearing or without due
process?

Ar. Toce. That is quite true. and I will say to you that there have
to be exceptions. I know that. that you cannot deal by express statute
with every detail. We have to have regulations. We have to have
food standards, as an illustration.

But wherever we can write these matters into law, let us do it and
let us not avoid it simply hecause it may bhe a little inconvenient to the
Food and Drug Administration, or it may be easier for them to do
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it themselves rather than to go to the court. Those are not good
reasons. They can give you good reasons why they ought to make
food standards, rather than have thenr epacted here in the statute.
But, wherever we can, we should write the requirements in the law.
That would be the only way I can answer-that question without being
dogmatic about it. S

Mr. Youncer. Just one other question.’

1t is not clear in my mind what you mnean when you say that under
this law the Administrator or the Commissioner may say that the
tradesnark is the name of the drug. Isthattrue! :

Mr. Hoge. Yes.

There is nothing in the bill, as prepared, that would prevent it, and, .
as I said in my statement, my anxiety about it is born of experience,
because they did attempt that very thing 20 vearsago.

Mr. Yorseer. To follow that just one step further, if the Commis-
sioner were to say that Mentholatum is the name of this product, then
would it follow that any manufacturer could take those same ingredi-
ents and produce Mentholatum and violate the trademark which the
original manufacturer had?

Mr. Hoce. If the Commission declared that Mentholatum was the
name of that product, however he would describe the product, if he
declared that that was the name of the product, then every manufac-
turer who put out that product would have to call it mentholatum.

Mr. Youxger. Regardless of the trademark ¢

Mr. Hoce. Yes, sir.

Mr. Youxcer. Regardless of the protection which the trademark
gives to the original manufacturer?

Mr. Hoge. Jf the law is amended this way, he would have to. As
the law istoday, no.

Mr. Youxcer. That is all; Mr. Chairman. That was not clear in
my mind.

Mr. Sciuexce. Mr. Chairman?

Mentholatum or Murine or other products you mentioned are com-
pounds. are they not, Mr. Hoge, not drugs?

Mr. Hoce. Yes.

Mr. Scirexck. Isacompound a patentable item?

Mr. Hoce. Well, practically not today, sir. I do not know of any
of these things that are patented. We call them patent medicines
frmiuent]y, but thev are not.

Mr. Scrrexck. In other words, it is a proprietary compound, the
knowledge about which is a complete and personal know]e({ge held by
the manufacturer who produces it under a trade name or a brand
name or a trademark name, is that correct ¢

Mr. Hoge. That istrue.

It is know-how, we call it, which is so important. and which some-
times is reflected in such unexpected places. For instance, as I said
to you in factory inspection. it is one thing to let the inspector see the
quantitative formula. It is another to let him see the qualitative
formula hecause the effect of these things is frequently materially in-
fluenced by the inactive ingredients, the binders that are used, or the
diluents, and much of the trade secret is in those things, the tempera-
tures, the batch controls and so on.

Mr. Screnck. Thank you
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The Cramrman. Did T understand you to say, Mr. Hoge, that if this
law were to be enacted, that hereafter Vick’s salve would become
Mentholatum ¢

Mr. Hoce. Mr. Chairman, I ardently hope that would not be the
case: 1have represented Vick’s salve for a great many years.

The CuamrvaN. Mr. Roberts?

Mr, Roserrs. No questions.

The Crarraan. You have been very responsive to the questions,
and certainly have shown you know your subject, Mr. Hoge.

hTI:}:s‘committee wishes to compliment you for it and extend our
tha

Mr. Hoce. Thank you, Mr: Chairman and gentlemen of the
committee, -

The CixatrmaN. The committee will recess until 1 :30.

{(Whereupon, at 12:05 p.m., the hearing was adjourned, to recon-
vene at 1:30 p.m., of the same day.)

AFTERNOON BESSION

Mr. Roeerts (presiding). The committee will please be in order.
The next witness is Mr. D. L. Bruner, executive secretary of the

Animal Health Institute, 512 Shops Bui](iing, Des Moines, Iowa.
You may proceed, sir.

STATEMENT OF D. L. BRUNER, EXECUTIVE SECRETARY, ANIMAL
HEALTH INSTITUTE, DES MOINES, JOWA, ACCOMPANIED BY B. K.
LEBEIS, COUNSEL

Mr. Broxer. Thank you.

Mr. Chairman and members of the committee, I am appearing
today on behalf of the Animal Health Institute, of which I am execu-
tive secretary, to express the views of AHI on H.R. 11581.

AHI is an association of more than 80 firms engaged in the manu-
facture and distribution of animal drugs—animal health and nutri-
tion products. Our membership accounts for the major share of the
production of these products in the United States, the sales value of
which approximates $300 million annually.

Mr. Chairman, the Animal Health Institute is deeply comnitted to
the principle of protecting the health of consumers by legislation re-
quiring manufacturers to establish the safety and effectiveness of new
animal drugs. At the same time, we submit that any such legislation
should encourage the development and marketing of animal drugs
for all safe and effective uses.

The health and productirity of our livestock and poultrv popula-
tions are dependent, in great measure, on the flow of onr industry’s
products to the farm. Kesearch has made that flow of safe and effec-
tive animal drugs possible. Continued research will provide even
better products for the future. and help to lessen the tremendous an-
nual livestock losses which, in 1959, were £2.5 billion. The research
effort required to develop these products and make them available
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must. be encouraged, if we are to have an adequate food supply at
reasonable prices for our expanding population.

For further information concerning the economic importance of
animal drugs to the farmer and to the consumer, the members of this
committee may wish to refer to the testimony of Dr. Don Paarlberg,
Hillenbrand professor of agricultural economics, Purdue University,
given August 7, 1962, before the Subcommittee on Health and Safety
of this committee on H.R. 12437 and H.R. 12420. Dr. Paarlberg’s
testimony is brief and I have attached it to my statement for easy

reference. .
Mr. Roserts. It may be received for the record.

(The statement referred to is as follows:)
{Attachneat to statement of D. L. Bruner]

TesTIMGNY oF DR DoN PasrperG, HILLENRRAND PROFESSOR OF AGRICULTURAL
EconoMmIc8, PCROUE UNIVERSITY

My name is Don Paarlberg. I am a professor of asgricultural economics at
Purdue University where I engage In research and teaching in a number of
fields including livestock economics. During the previous administration I
held various positions: Assistant Secretary of Agriculture, Special Assistant to
President Eisenhower, and Food-For-Peace Coordinator.

1 am here as a professor of Purdue University, at the expense of the Univer-
sity. The Animal Health Jpstitute invited me to attend but bas no financial
stake in my presence or in what I shall say. My purpose is to make clear to
this subcommittee the importance of the livestock industry and the importance of
medicants and other drugs to that industry. In making this statement I have
in mind the well-being of our Indiana farmers, who receive nearly three-fourths
of their income from the sale of livestock. Nationwide, more than half the
gross income of American agriculture is from sales of livestock.

In 19G0 the various classes of livestock accounted for farm receipts of the

following magnitude :

Cattle and calves
Dairy products

Egge ___________
Chickens______ —_———
Turkeys and other poultry
Sheep and lambs —-

Maodern methods of livestock production n ake the use of pharmaceuticals ab-
solutely imperative. Efficient large-scale production of broilers, for example,
with thousands of birds kept in close confinement, would be impossible without
medicants. Epidemic diseare would decimate these flocks in short order. Ac-
"f'""nx to the Journal of Animal Science, 70 percent of the beef cattle on feed are
either fed or implanted with diethylstilbestrol, a hormone known to have a
favorable effect on the rate of growth. Benefits, according to this same source,
are of the magnitude of a 17-percent increase in weight gains and a 12-percent
Improvement in feed efficiency, as compared with untreated animals.

In hogs, Professor W. M. Beeson of Purdue University found that the inclusion
of streptomysein produced an 11-percent increase in daily gains.

QOne economic effect of these pharmaceuticals is to lower livestock production
costa and reduce the price of meat, milk, and eggs to the consumer. At the lower
prices, more meat is purchased. Much of the improvement in the nutritive level of
the American diet {n recent years is attributable to the efficlencles which bave
resulted from the tremendous strides made in the use of pharmaceuticals.
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The following brief table s an indication of the advances in efficiency for
various classes of livestock : )

- 1925-29 1959
Pigs saved per Jitter - 5.7 70
Lambs saved jer 100ewes . _...... £6.0 96.0
Calvessaved per 100 ocnvs__ .. .- 760 870
Live weight of hogs princed per cow____ 1154.0 1.487 0
Tive weight of lamb produced petewe .. .- 580 760
Live weight of cattle produced per cow._ —-- 390.0 6% 0

These striking increases are attributable, to some indefinable degree, to better
disease control, better nutrition, the use of hormones, better breeding, better man-
agement, and the use of better equipment. Pharmaceuticals relate directly to the

first three of these.
No one can say for certain how much higher would be the price of beef roast

without veterinary drugs. No on can say how much the cost of poultry meat
would rise if there were no medicants, or how much pork prices would increase
if there were no antibiotics. Farmers and, I am sure, consumers. hope there
never will be need to learn. One thing is sure. Whatever price increase oc-
curred would come from higher production costs, the result of greater mortality
and morbidity, and slower rates of gain. All of these would be abhorrent to

the farmer.
It is perfectly clear that many veterinary drugs are not in question and are

not alTected by the legislation before this committee. But some of them are.

The health and safety of the consuming public is properly the major responsi-
bility of this committee. Even though this is the major and indeed the over-
riding concern, it cannot very well be the only counsideration. My purpose is to
emphasize that economic considerations also are important. They are important
from at least these views: Productien costs to farmers, food costs to consuers,
and incentives for research in the pharmaceutical industry.

There is undoubtedlyr a very large sector within which efficient production and
human health are wholly compatible. I am sure this committee will do its best
to define and protect this area of mutual interest.

Mr. Brexxer. The AHIT associates itself with the testimony pro-
vided by PMA on H.R. 11381, My comiments, accordingly, will be
limited to (1) describing the unique impact of existing Yaw and of
ILR. 11581 on animal drugs as distinguished from drugs for human
use, and (2) suggesting means for correcting the regulatory nightmare
which now seriously impedes the clearance of new animal drugs and
which would wor=en substantially if II R. 11581 were enacted without
amendment.

The adverse impact of existing law on the clearance of new animal
drugs was discussed in considerable detail in my statement submitted
August 7, 1962, on behalf of AI{T to the Subcommittee on Health and
Safetv of this commirtce on H.R. 12437 and H.R. 12420, with particu-
lar reference to pages 4 to 14 of my statement. At this time, T will
briefly discuss the operation of existing Jaw in this field.

TRIPLICATION OF CONTROLS

A miajor problem. shared by drug manufacturers, feed manufac-
turers, livestock and poultry producers, and, ultimately, the consumer,
is the triplication of controls under the Federal Food, Drug, and
Cocmetic Act ns presently interpreted and administered. We feel that
such triplication is consigning to oblivion the incentive to conduct re-
cearch and to develop new animal drugs.

Duplication and triplieation of lericlative provisions applicable to
the clearance of new animal druge has ereated a top-heavy cunerstrne-
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ture of administrative regulations. This is not necessary in order to
adequately protect the public health, and is completely unjustifiable
from the point of view of the public welfare or sound legislation.
New animal drugs are subject, first of all, to the clearance provisions
of the new drug section, section 505, of the act. As applied to animal
drugs, this section requires manufacturers to demonstrate the safe

o of new animal drugs under the conditions of use proposed for sug\'
60 drugs, which includes establishing their safety when mixed in animal
X feeds and fed to animals. ‘
3 Second, the same new animal drugs, when used in combination with
'__ certifiable antibiotics, must also be cleared under the regulations
romulgated pursuant to the antibiotic section, section 507, of the act.
Ler }i‘his section requires the batch certification of certain specified anti-
f,l:e biotic drugs. It does not purport to create duplication in regulations,
but 1t has led to this result, even though the statute authorizes FDA
past to exempt any drug or class of drugs from the requirements of section
“e‘:: 507. We believe this statute has been distorted because the FDA
%‘;}e regulations on the one hand do exempt animal drugs from batch
, oc- certification but on the other hand subject many of them to detailed
ality clearance procedures, even when such drugs have already been cleared
at to under section 505.
1 are Asthe law is construed and applied by FDA, every feed and formu-
\re. lation must be cleared under regulations promulgated under section
ponsi- 507, if it contains, among other drugs, a certiﬁa%le antibiotic drug.
f;;et"p The feed formulation thereupon becomes exempt from batch certifica-
Srtant tion and only then may be marketed.
Jmers, Third, new animal drugs are subject to the clearance procedures
contained in the food additives section, section 409, of the act. This
a g;‘:t section was intended to apply mainly to chemicals added to human’
ts food, which are not otherwise subject to any clearance procedures.
ro- Like the antibiotic section. the food additives section was not de-
?,S be sined to produce duplication in regulations. Thus, the statute
ﬂd of exempts from food additives regulation articles which have been
an an granted prior “sanction or approval” under the act. However, this
h‘“:‘m_e exemption is so strictly construed that drugs having such a “sanction
t:rtq“an or approval” by virtue of prior clearance under sections 505 or 507
& hout nevertheless must be cleared under section 409 when used in animal
~i feeds in combination with new drugs not having such an exemption.
animal ﬁfr:grtglgesesxemphon does not apply to any drug whatsoever developed
itted o .
R‘S“tan Accordingly, animal drugs are subject to three separate statutory
articu- ~ Procedures for the same uses involving three separate regulatory
P 1 will dl?lS)qns of the FDA. These three sections of the law have differing
e. Provisions, are subject to differing interpretations, and the actions
taken under one are not always consistent with the actions taken under
the others.

' As a result of this situation, there has, in our opinion, developed
panufac ;D unreasonable distortion of regulatory effort which is totally un-
.onsumels “?tlﬁl‘d and which may seriously retard further progress in agri-
irug, A0 wtural technology.
 feel that -\ construes the law to require feed manufacturers, as well as
snduct T8 4‘§‘ manufacturers, to file new drug applications. In effect, thig

o i"ies FDA to license the use of individual feed formulations of
)“mmf« b ual feed manufacturers even though the drugs used in those
wpets!
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formulations have previously been cleared as safe for such use. Thus,
the regulations go beyond the establishment of safeti of drugs in
animal feeds anf actually undertake the licensing of the feed manu-
facturing industry.

Not one of the three preclearance sections of the act was dwigned
primarily to cover the use of animal drugs. Howerver, their combined
operation in this field has produced unreasonable delays, overlappi
jurisdiction, and extreme confusion within the drug-and animal f
manufacturing industries. They can %roduce serious dislocations,
particularly for small manufacturers. Because of the cost and time
involved to obtain the multiple-type clearances presently required
by FDA, animal health products of a demonstrable utility will
sometimes die at their inception.

A PROPOSED BOLUTION

Accordingly, we urge Coniress to enact 2 new section to the Federal
Food, Drug, and Cosmetic Act which would govern the preclearance
of new animal drugs. A bill for this purpose could be entitled “Pre-
marketing Clearance of New Animal Drugs.” It would amend chap-
ter V of the act by adding thereto a new section, and it would contain
other conforming amendments to the act, as well as appropriate transi-
tional provisions. Under our proposal, new animal drugs would
hencefarth be exempt from the preclearance requirements of the food
additives, new drug, and antibiotic sections of the act, inasmuch as
the preclearance of such drugs would be governed by the newly created
section of the act specifically geared for animal drugs.

By such an amendment, gongress can establish a proper basis for
the accomplishment of both of the following purposes:

(1) To protect the health of consumers %y requiring manufacturers
of new animal drugs to pretest any potentially unsafe drug for use
inanimals other than man; and

(2) To advance agricuitural technology by permitting the use of
animal drugs at safe levels.

At the present time, the second of these purposes is being unreason-
ably thwarted. This second purpose should be specifically recognized
by Congress now, in the same manner that Congress adopted a similar
purpose in connection with the Food Additives Amendment of 1958.
(See H.R. 2284, 85th Cong., 2d sess., July 28, 1958.) Under present
circumstances, it is imperative for éongress to take positive steps to
reestablish its intention to provide for advancement of agricultural
technology.

The new section of the act governing the preclearance of animal
drugs would be gattemed after the new drug law, section 505 of the
act, so that the firm intending to market a new animal drug would
be required to present evidence of safety for the proposed use or uses
of the drug and obtain an effective new animal drug application
prior to marketing the drug. Other provisions necessary to fully pro-
tect the public health would also be incorporated in the section.

In addition, we would recommend that the bill we are suggesting
for enactment contain provisions which would require the registration
of all establishments manufacturing animal drugs or mixing such
drugs in animal feeds for sale. Each registered establishment would
be subject to inspection and would be required to be inspected at least
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once in each 2-year period. 1We would also support a provision in the
bill that an animal drug or feed containing such a drug would be
deemed to be adulterated if the methods used 1n, or the facilities or con-
trols used for, its manufacture, processing, packaging, or holding do
not conform to current good manufacturing practice to assure that such
druig or animal feed has the identity and strength, and meets the
quahty and purity characteristics, which it purports or is represented
to possess.

Under these provisions, it would no longer be necessary to require
the filing of new animal drug applications for individual feed formu-
Jations needed by individual feed manufacturers once the safety of the
basic drug and combinations of drugs had been established.

IMPACT OF PROPOSED LEGISLATION

Section 105 of H.R. 11581 proposes to extend batch certification pro-
cedures under section 507 of the act (now limited to five specified anti-
biotic drugs) to all antibiotic drugs and to produects such as animal
feeds containing such drugs. Westrongly oppose such a change.

Under existing procedures, such extension will only lead to the
imposition of more meaningless clearance within FDA for antibiotic-
containing feed products, with no concomitant gain to public health.
A number of additional feed formulations not now covered by the
antibiotic regulations would be brought under these regulations in ad-
dition to other regulatory procedures to which they are subject.

There is no justification for the application of batch certification
requirements fo animal drugs. No batches of antibiotics used in anij-
mal feed are actually certified, even today, and none would be cer-
tified under extension of batch certification as proposed in H.R. 11581,
But, as discussed earlier in my statement, the so-caﬁed exempting regu-
Intions issued by FDA amount to licensing controls over individusal
feed formulations.

As has been previously pointed out to this committee, the original
law providing for the batc)i)loczrtiﬁcation of penicillin was adopted as
a temporary measure until catisfactory manufacturing methods, tests,
and controls to assure uniformity among batches of different manu-
facturers could be established. The legislative history of section 507
clearly shows that batch testing controls were to be discontinued when
no Jonger necessary to accomplish this objective. Since today anti-
biotics can be produced with the same assurance of uniformity and
quality as other drugs, the entire batch certification procedure has be-
come an anachronism.

In any case, H.R. 11581 should be amended so as to make it clear
that section 105 thereof be limited in its operation to drugs for human
buSi, in the event this committee decides to retain this section in the

it

Mr. Chairman, may we emphasize that prompt action by Con
is necessary to clarify the legislation nm{’ regulations applicabie to
the use of animal drugs. We appreciate the opportunity of appear-
ing before you today and presenting our views on this important
legislation.  You may be acsured that AHI stands ready to assist
this committee in any manner possible.

The Cnairyan. I notice you have a document attached to the state~
ment. Do you desire that to be included in the record?

88589—42——26
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Mr. Broxte. Yes,sir;if f)zu please.

The Cnamasax. It will be included in the record. Does that con-
clude your presentation {

Mr. Bru~Ner. Yes,sir.

The CzairMAaN. Any questions?

Mr. Youxcer. Justone.

Mr. Bruner, as far as the Animal Health Institute is concerned—
and I take it you speak for the industry——

Mr. BRONER. Yes, sir. :

Mr. Youxcer. You would prefer to have a separate section in this
bill dealing solely with the preparation of animal foods?

Mr. Beoxez. Right.

Mr. Yooxcer. And drugs?

Mr. BRuNer. Yes, sir.

Mr. Youxger. Mr. Chairman, I wonder if he would prepare a sug-
gested section to the bill and send it to us for our stugy?

Mr. Broxer. We would be happy to, Mr. Younger. That is going
to take a little time, but we will start working on it, I assure yow.

Mr. Youxcer. Thank yow

(The requested information was not available at the time of
printing.)
- The Cratrmax. Of course, there is some overlapping in your pre-
sentation here and in the consideration of the other bill H.R. 12437,
on which hearings were held a few days ago.

Mr. Broxer. That isright.

The Citamymax. The committee will have to take that into consid-
eration, too.

Mr. Brexer. Mr. Chairman, we did not complete our testimony
on August 7 before the committee, and, as I understand it, that

Committee an Health and Safety was adjourned upon call of the
chairman.

So, while our statement is in the transcript of proceedings, it has
not and might not be printed, and we would like very much to have
our entire presentation, with the exhibits that were attached, included
in the record, in this record.

The Cramrmax. Very well

- (The statement referred to, together with the attachments, is as
follows:)

TestIMOXY of D. L. BRUKER, EXECUTIVE SECRETARY, ANIMAL HEALTH INSTITUTE

M~ name is D. L. Bruner, and 1 am appearing today on behalf of the Animal
Health Institute, of which 1 am executive secretary, to express the views of
AHU cn H.R. 12437,

AUI 15 an arsociation of more than 80 firins engaged in the manufacture
and di<tribution of animal drugs—animal health and nutrition products. Qur
member<hip accounts for the major share of the production of these products in
the United States, the sales value of which approximate $300 million apnually.
The health and prodactivity of our livestock and poultry populations are de-
pendent, in great wmeasure, on the flow of our industry’s products to the farm.
Recearch has made that flow of effective anfmal health and nutritional products
posable  Cantinued research will pravide even Letter products for the future,
:tn)u] :(]‘l(n to les<en the tremendous annual lvestock losses which, in 1959, were
£25bdlion.

This, Mr. Chairnan, ic the credn of AIII—that through the advances and
hreakshronghs made in the re<earch lahoratories of our member firms, we will
Le able to do an increasingly better job of protecting the Nation's livestock
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from disense and nutritional deficiency. Great strides have been made toward
these goals in recent years, particularly through preventive tberapy by means
of incorporation of animal health and nutritional products in animal feeds.
The bulk of manufactured feed, in fact, now contains such drugs in minute
amounts for disease prevention and growth promotion.

These drugs have been a major factor in revolutionizing feed technology.
They have improved the efficiency of feed conversion and affected the organiza-
tion of production on the farm, with a resulting higher production of meat,
milk, and eggs than would otherwise be possible. At a symposium beld in 1956,
representatives of the National Institutes of Health stated that the main direct
benefit to mankind from the use of medicated feeds is the present availability
of more and better foods at relatively less cost to the producer and to the
cousumer.

However, much remains to be done—new and improved animal health and
nutritional agents must continue to flow from the research laboratory, through
developnient and ultimately to commerical production and to the farm. These
agents are needed—indeed, they are indispensable if we are to have an ade-
quate food supply for our expanding population. The research and development
effort required to find them make them available must be encouraged.

Before dealing with the specifie provisions of H.R. 12437, I wish to summarize
as clearly and as briefly as possible tbe effect of the Federal Food, Drug, and
Cosmetic Act as currently in force on the incentive for research and develop-
ment of animal drug products. We believe that the proposed legislation should
be viewed in that context. because in our opinion the act as presently adminis-
tered is curtailing such inceuntive.

Furthermore, we wish to invite the subcommittee’s attention to two measures
now pemling befere the full (ommittee and amounting to a major revision of
the Federal Food, Drug, and Cosmetic Act. These are H.R. 11581 and H.R.
11382, These propused bills, we believe, would in several respects result in
further curtailment of research incentive.

H.R. 12437 addrecses itself to the food additives amendment of 19538, as do
H.R. 12420 and sections 302(a) and 303 of H.R. 11582, In fact. it is limited
in its application to ingredients in animal feeds. Therefore, we must assume
that the broad probles arising from the application of existing law to animal
drugs and the need for legislative remedy therefor have been assigned to this
subcommittee.

TRIPLICATION OF CONTEOLB

The Federal Food, Drug, and Cosmetic Act as presently Interpreted and ad-
ministered is narrowing down and, we fear, consigning to oblivion the incentive
to research and develop new aniinal drugs—through a triplication of controls.
This is a major problem which is shared by drug manufacturers, feed mapu-
facturers, livestock and poultry producers, and ultimately, the consumer. The
protection of the public health does not, in our opinion, require such a top heavy
superstructure of regulatory clearances as presently exists.

The premarketing ¢learance of new drugs for safety was first incorporated
into our baslc food and drug law with the euactment in 1938 of the Federal
Food, Drug, and Cosmetic Act. The new drug section of this statute, section
505, was written primarily to require the pretesting of drugs for use in humans.
While many such drugs were known to be u~eful in the field of animal heslth,
subsequent reseiarch e~tabliched the uscfulness of incorporating drugs as ingredi-
ents in animal feeds for promotion of growth and prevention and treatment of
animal diseases. The FDA found it necessary to interpret the then existing
law £0 af to make it apply to these new uses of drugs for which the law had not
been specifienlly decigned  This was accowpliched hy applying fundamentally
the same eriteria to tho<e drugs as had been established for drugs for use in
bumans.

One of the hasic criteria for the clearance of a new drug application is the
control commitments which will insure that the marketable finished dosage
form would be identical to rthat which was tested clinically. This s justified in
the case of humiin pharmacenticals. However, this concept was carried over
into drug~ incorporated into animal feeds by requiring that each feed manufac-
turer <ubmit and obtain an effective new drug application for his medicated
fecd. This aver and above the requirement that the bacic drug manufacturer
establish the <afety of the drug in the first instance. Thus, the FDA saw fit
to exercive controls going beyond the e<tablishment of safety of drugs for use
fn animal feeds. a recult which was never contemplated by Congress.
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Following World War IX, Congress added to the act section 507, requiring -
the batch certification of penlcillin and sabsequently four other antibiotlcs 3
and their derivatives. As in the care of the new drug section, the antibiotic

- section of the law was primarily designed to provide that such drugs would

be safe and efficacious when used in humans. Subsequently, these antiblotie E
drugs were discovered to be useful when incorporated as ingredients in animal

feeds. However, it was obvicusly impractieal to require the certification of each
batch of an animal feed containing a certifiable antibjotic. The law author-
ized FDA to exempt any drug or class of drugs from the requirements of the
antibiotic section when such requirements are not necessary to insare safety
and efficacy of use. Therefore, once the safety and efficacy of an antibiotic
drug intended for use in animal feeds have been established it would have
been appropriate for FDA to bave exempted such a use of these drugs from
any further requirement of the antibiotic section.

However, following a lipe of reasoning similar to that adopted under the
pew drug section, the FDA actually proceeded to promulgate regulations,
which on the one hand exempted these drugs from batch certification and on
the other hand established conditions which served to control the ultimate use
of such drugs in animal feeds, reaching as far as individual feed formulations.

The approach the FDA took bas preduced a paradoxical sitoation. Any
finished feed which contains any amount of a certifiable antiblotic is regulated R
as though the feed {tself were an antibiotic drug. This ensables FDA to sub-
ject drugs other than antibjotic drngs to the antibiotic regulations, since a “
preponderance of feeds currently marketed cootain other drugs, and such
drugs must be cleared In combination with the antibiotics. A vast super-
structure of regulations was thus produced by the necessity to apply for so-
called exemptions under the antibiotic section covering each individual feed Y
formulation.

In 1938 Congress epacted the food additives amendment, section 409, of 3
the act. This law was primarily designed to require the pretesting of chem- k.
icals used as direct or indirect additives in food for buman consumption R
There is no convincing evidence that Congress intended that this section
should be applicable to articles such as drugs for use in animal fecds, which 3
were also subject to the preclearance requirements of other sections of the R

law. Howerer, following enactment of the food additives amendment, the
FDA determined that such drugs fell within the meaning of the term “food
. additive”. This was based upon the interpretation that sn animal feed is &
g food within the meaning of the law, and therefore a drug incorporated into an
animal feed is a food additive. The foregoing also applies to apimal bealth it
products administered orally (other than in feed) and by injection when
there ia a residue of the drug in the tissues of food byproducts of the animal g

The existence apd administration of these provicions of the Food, Drug, "
and Cosmetic Act, which were written without special consideration for animal R
drugs, have produced a regulatory system adverse to their development and ol
eficient nse. We know of no other type of product which must face a similar %
regulatory hurdle. This situstion does not exist {n the case of drugs for
buman use and cannot bhe justified in the case of drugs for animal use.

Furtherisore, animal drugs are subject to three separate statutory procedures ‘
for the same uses, involving three separate regulatory divisions of FDA. y

The situation is further complicated by the fact that the<e sections of the N
law have differing provicions. are subject to differing interpretations, and
the actions taken under one are not always consistent with the actions taken
upder the others. As g re<ult of this situation, there has devloped an unrea-
sonahle distortion of regulatory effort which is totally unjustified and which
may serlously retard further progress in agricultural technology.

This distortion of regulatory eflort, stemming from triplicate statutory
procedures applicable to animal drugs, is manifested by a proliferation of '
regulations—some duplicating others. and some in conflict with otbers—which 3
must be observed prior to the marketing of thee products. These regula-
tions go berond the establishment of the safety of drugs in animal feed and .
actvally undertake the policing of feed manufscturing industry practices. >,
Tbey constitute substantial overegulation, aund they have also produced un-
reasouablte delays, overlapping Jjuriediction, and extreme confusion within ;
the drug and feed indu<trnies. 1While they were made pos<ible in part by 5

unusually restrictive interpretations of the law, these interpretations were £
made possibie, in turn, by the application of laws intendec primarily for 5
buman products to products for enimal use.
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The regulatory effort of FDA in this fleld, being split among three separate
divistons of the agency, necessarily lacks positive and effective direction. Regula-
tions are issued almost on a8 production line basis without regard for thelir neces-
sity to establish the safety of animal bealth products, or even to their consistency
with other regulations by other divisions of the FDA. .

To illustrate, Jet us assume that a drug manufacturer develops & new drug
for the prevention of transmissible gastroenteritis (T.G.E.) in swine, a disease
for which no sztisfactory treatment is presently available. Such a drug would be
proposed for use in swine feeds in order to insure a steady and effective level of
the drug in the animal.

The first step which the drug manufacturer mast take i{s the preparation and
submission of a new drug application under rection 505 of the act. This applica-
tion is filed with the Division of Veterinary Medicine in FDA. It would contain
data establishing the safety of the drug to swine, safety of edible products of the
swine to humans, controls guaranteeing potency and purity of the drug, and label-
ing providing adequate directions for use of the drug.

Since the drug is to be incorporated in an animal feed, it is a food additive
and therefore must also be cleared under section 409 of the act. Accordingly, the
pew drug application must be considered in addition as a petition for a food
additive regulation. As such, it must also be assigned to staff personnel of FDA
baving the responsibility for issuing food additive regunlations. In order to satisfy
the technical requirements of section 409, additional data not related to the safe
use of the drug must also be included in the new drug application.

Let us assume that in due course the new drug application becomes effective
and the food additive regulation issues, establicshing tbe safe use in swine feed
of our pew drug for the prevention of transmissible gastroenteritis. Nevertheless
this drug cannot yet be incorporated in swine feed, nor ¢an a veterinarian even
prescribe this drug for any herd of swine which may need the drug. In order to
incorporate this drug in his swine feed, each feed manufacturer must obtain a
separate new drug application, since any feed containing this drug is itself con-
gtrued as & new drug product. Therefore, for each feed mapufacturer the time
period for the consideration of a new drug application mast be further extended
before ultimate use of the drug is permissible.

In order to obtain an effective mew drug application, however, the feed manu-
facturer must submit to manufacturing and marketing controls prescribed by
FDA. Thus, a law designed primarily to require pretesting to establish the safe
use of drugs in bumans has been distorted so as to enable FDA to establish
licensing controls over feed manufacturers

Fven after all the above steps have been taken, our new drug for the prevention
of transmissible gastroenteritis will still be unavailable for use in the great bulk
of mauufactured swine feeds. This is because such feeds ordinarily cootain drugs
for other diseac<es of swine as well as drugs for the purpose of growth
promotion. Therefore, the whole process discussed above must be repeated
for each cowbination of drugs which will appear in swine feed, in which
our hypothetical new drug is incorporated, and in 2ddition, for each feed
formulation containing tbhis drug. Thus, we could anticipate that a sub-
stantial number of separate feed foriuulations would require clearance before
extensive use of this new drug could be achieved.

Howerver, we still have not established clearance for the optimum use of our
hypothetical pew drag for the prevention of transmissible gastroenteritis. 1In
order to do this, it is necessary to obtain clearance, under section 507 of the act,
for the use of the drug in feed formulations which also contain one or more of
the certifiable antibiotics. In order to obtain such clearance. sn application must
be prepared and submitted to the Division of Antibiotics in FDA. It will contain
exsentially the same basic information as origivally presented in the new drug
appication, even thouch in form the application i a8 request for an exemption
{ronn the requiresents of section 7.

Subsequently, a regulation will issue estublishing the necessary “exemption”
and also prescribing the conditions of uce of the drug in antibiotic-containing
swine feeds. No feed formulation containing our drug in combination with a
certifiable antibiotic drug will be permis-ible in the absence of a regulation estab-
lishing an “exewmwption” for that particular formulation.

Fuyrthermore, under the rules established by FDA, no such exempting regula-
tion will be issued by the Division of Antibiotics unless and until another regula-
tion has been issued by the personnel administering the food additives section,
gection 403, of the act. But this {s not all. Each feed manufacturer must also
submlt ap application to the Division of Antibiotics to enable him to use the drug
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in his antibiotic-containing feeds. Therefore, in order to establish the optimum
use of the drug, an additional number of feed formulations would require
clearance.

Up to this point, we have assumed that all of these clearances could be obtalned
without undue delay, and that when obtained they will be consistent with one
another. Unfortunately, this bas not been the case. )

First of all, we have experienced unreasonable delays extending beyond the
time specified by the applicable statutes for consideration of applications and/or
petitions. We have conducted a survey which, we believe, demonstrates that
applications, as a general rule, are taking substantially more time than permitied
by law. We are taking the liberty of attaching a tabulation of the results of this
survey to this statement. .

Furthermore, 8 number of inconsistencies In regulations have occurred to hin-
der clearance of drugs in animal feeds.

For esample, & food additive regulativn recently issued by FDA established
specified levels of certifiable antibiotics for growth promotion and feed efficiency
in certain animals. Millions of tons of feed containing certifiable antibiotics have
been distributed during the past 12 years. They have been sanctioned under an
antiblotic feed reguiation. The recently issued food additive regulation, howerver,
conflicted with the existing antibiotic regulation which bas permiitted the use of .
certifiahle antibjotics at lower levels for growth promotion than those establisbed
by the foregoing food additive regulation. This discrepancy portrays bow present .
law leads to inconsistent treatment of animal feeds marketed for the same uses. -

The existence of triplicate statutory procedures applicable to animal besalth
products can produce serious dislocations for small manufacturers. Because of
the cost and time involred to obtain the multiple-trpe clearances presently re-
quired by FD4, animal health products of a demcenstrable utility will sometimes
die at their inception, particularly if only a limited market potential can be
established.

This point is abundautly illustrated by the recent experience of Mattox &
Moore as set forth in the letter dated Jupe 27, 1962, from Dr. William H. Feigh 3
of that company to this committee.

We would tike to quote a few paragraphs from this letter:

“On October 19, 1061, we submitted a new drug application (XDA) to the FDA
as required by law pursuant to section 503¢b) of the Federal Food, Drug, and
Cosmetic Act. This application was identified as NDA 13-187 by the FDA. 3
After several months of reviesw by tbese people during which time numerous K
scientific questions were raised by them, all of which we answered to beir satis- ¥
faction, a conditionally effective XDA was granted on January 18, 1962. The K:
conditions required that we follow all procedures as outlined and submit samples 3
of the final printed label, literature, aud product to be certain that in all respects K
our product complied with the specifications a< set forth in our NDA. 4

“QOn January 24. 1962, Mr. J. K. Kirk, Assictant Commissioner of the FDA
wrote us stating tbat he regarded our product a food adgditive and that it would
not be legal to market until we bad an approved food additive petition. We were
surprised at this decision since our product is not administered via the feed or
water but is injected, and we had proven to the satisfaction of ourselves and the
scientific staff of the Food and Drug Adminictration, who permpitted our applica-
tion to become conditionally effective, that there are po residues in edible meat B~
when the product is used as intended and directed in the laheling. ;

“Representatives of our comuany, including my<elf, vicited Mr. Kirk in Wash-
fogton in regard to his letter. We were told that the techbnical people hed
apptroved the product but thiut the administrative component of his food additive
group, who incidentally are laymen and not scientifically trained, was of the
opinion that the product should be classified a< a food additive, even though as P
Mr. Kirk admitted they had no scientific evidence on which to base their opinion .
and that. therefore, our product would have to be subjected to the further tests
and provisions which are required under this gection of the law. The guestions
which Mr. Kirk's group has posed will take another 1 or 2 vears to complete
plus additional large sums of money. Thix is omething a small company such
as ours, which js struggling for its very existence. can ill afford to do. Further,
it appears to be absurd to prove the safety of a residue which has been shown .
to be nonexistent.” g

Mr. Chairman, we in the Animal Health Institute are convinced there {8 every 2
reacon for the imposition of new drug type controls on products developed by our
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members to prevent, coutrol, or cure animal diseases and deficiencies. However,
we submit that we are close to being smothered in the triplicate controls and
varying interpretations thereof issued in FDA.

A PROPOSED SBOLUTION

Accordingly, we urge Copgress to enact a new section to the Federal Food,
Drug, and Cosmetic Act which wnuld govern the preclearance of new animal
drugs. A bill for this purpose could be entitled “Premarketing Clearance of New
Apimal Drugs.” It would amend chapter V of the act by adding thereto a new
section 508, and it would contain other conforming amendments to the act, as
well as appropriate transitional provisions. Under our proposal, new animal
drugs would benceforth be exempt from the preclearance requirements of the
food additives, new drug. and antibiotic sections of the act, inasmuch as the
preclearance of such drugs would be governed by the newly created section 508
of the act specifically geared for animal drugs.

By such an amendment, Congress can establish a proper basis for the accomp-
lichment of both of the following purposes: (1) To protect the health of con-
sumers by requiring manufacturers of new animal drugs to pretest any potentially
unsafe drug for use in animals other than man; and (2) to advance agricultural
technology by perwmitting the u<e of animal drugs at safe levels. At the present
time the second of these purposes is being unreasonably thwarted. This second
purpo<e should be speafically recognized by Congress now, in the same manner
that Congress adopted a similar purpose in connection with the food additives
amendment in 1958, (See I R. 2284, §5th Cong., 24 sess., July 28, 1958). Under
present circumstances, it is imperative for Congress to take positive steps to
reestablish its intention to provide for advancement of agricultural technology.

The new section 508 ¢f the act governing the preclearance of animal drugs
would be patterned after the new drug law, section H03 of the act, so that the
firm intending to market a pew animal drug would be required to present evidence
of safety far the proposed use or uses of the drug and obtain an effective new
animal drug apyplication prior to marketing the drug. Other provisions necessary
to fully protect the public health would also be incorporated in the section, which
could be suitably identified under a new section of the act.

In addition, we would recommend that the bill we are suggesting for enactment
contain provicjons which would require the registration of all establishments
manufacturing animal drug< or mixing such drugs in animal feeds for sale. Each
regictered e<tablishment would be <ubject to in<pection and would be required
to be 1nspected at least once in each 2-year period. We would also support a
provi<ion in the till that ap animal drug or feed containing such a drug would
be deemed] to be adultered if the methods used in, or the facilities or controls
used for, its manufacture, proces<ing, packaging, or holding do pot conform
to current goed manufacturing practice to ascure that suoch drug or animal
feed has the identity and strength, and meets the quality and purity character-
istice, nhich it purpoits or i< reprecented to possess.

Under the<e provisions, it would no longer be necessary to require the filing
of new animpl drug applications for individual feed formulations needed by
individual feed mannfacturers once the suafety of the basic drug and combina-
tion< of drugs had becn established.

A< to the agency which would administer an aninal drug preclearance rection
of the taw. AHI takes no position.

Alternates that suggest them<elves are (1) totnl responsibility in FDA exer-
cired throuzh a nenly <reated Bureau of Auimal Medicine; (2) total responsi-
bility in the U.S. Department of Agriculture enerciced through a <imilar newly
created burean; (3) a divided respou<ability between FDA and USDA, with the
former pac<ing on the <afety of drue residues to humans and with the latter
deciing om the use of new animal drugs in agriculture—somewhat in the manner
in which pesticides are now processed under the Miller amendment; or (4) any
equitalent adminictrative treatment to in<ure that reasonable and practical
consideration is given to new animal drug applications.

It ia the strong fecling of AHI that the as<iznment of responsthility in this
area i< the <ole prerogative of the Congress. Our prime concern, Mr. Chairman,
is W h the soundness of the law and not with the coontrolling administrative
agency,

Recaunse of the complexsties involved and the <hortness of time for preparation
of this testimony, we have been unahle to prepare detalled statutory language
for the proposed new section 508 of the act and the other provisions which would
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be incorporated in the proposed bill. We stand ready, however, to assist this
subcommitiee in the formulation of specific language embodying the recommenda-
tions which we have made.

IMPACT OF PBROPOSED LEGISLATION

Appreaching the several bills pending before this subcommittee and the full
committee affecting animal drugs, {t becomes immediately apparent, Mr. Chair-
man, that in certain respects these bille would serve to accentuate the triplication
of controls and overregulation which we have discussed earlier in my statement.
This is an additional reason for the prompt enactment of provisions divorcing the
preclearance of animal drugs from human drugs.

I will cite two examples illustrating the voique impact enactment of these pro-
posed bills would have on the animal drug industry.

First, section 105 of H.R. 11581 proposes to extend batch certification proce-
dures under section 507 of the act (now limited to five specified antibiotic drugs)
to all antibiotic drugs and to products such as animal feeds containing such drugs.
We strongly oppose such a change. Under existing procedures, such extension
will only lead to the imposition of more meaningless clearances within FDA for
antibiotic-containing feed products, with no concomitant gain to public health.
A pumber of additional feed formulations not now covered by the antibiotic regu-
lations would be brought under these regulations in addition to other regulatory
procedures to which they are subject.

There is no justification for the application of batch certification requirements
to animal draogs. No batches of antibiotics used in animal feed are actually cer-
tified, even today, and none would be certified under extension of batch certifica-
tion as proposed in H.R. 11581. But, as discussed earlier in my statement, the
so-called exempting regulations issued by FDA amount to licensing controls over
individual feed formulations.

As has been previously pointed out to this committee, the original law provid-
ing for the batch certification of penicillin was adopted as 8 temporary measure
until satisfactery manufacturing metbods, tests, and controls to sassure uni-
formity among batches of different manufacturers could be established. The
legislative history of section $07 clearly shows that batch testing controls were
to be discontinued when no longer necessary to accomplish this objective. Since
today antibiotics can be produced with the same assurance of uniformity and
quality as other drugs, the entire batch certification procedure has Lecome an
anachronism. It has been criticized as wasteful even by & report of the Comp-
troller General.

Second, section 2 of H.R. 12420, which s identical to rection 303 of H.R. 11482,
proposes to modify the so-called prior sanction clause of the Food Additives
Amendment of 1958. This clauce presently appears in section 201 (s) of the act.
It exempts from the controls of the food additives section of the act, section 409,
any additives used in accordance with a sanction or approval granted prior to its
enactment. In essence, the modification amounts to this: A prior sanction ac-
corded an additive could be revoxed by FDA on the basis of substantial doubt as
to its safety. In the case of animal drugs having a prior sanction by virtue of
a prior effective new drug application, no hearing of any kind would be required
to be given the drug manufacturer prior to the action of FDA.

Mr. Chairman, AHI strongly opposes the enactment of section 2 of H.R. 12420
and section 303 of H R. 11552, The reasons for our opposition are as follows:

A number of animal drugs became exemypt from the food additives gection of
the act because these drugs had been cleared as safe for u<e in animal feeds under
the new drug rection prior to enactment of the food additives section. As to
these animal drugs. a measure of dual regulation was thus avoided. Under the
new drug section of the act (sec. 503), provision is made for suspension of the
effectiveness of mew drug applications whepever the evidence shows lack of
safety, and there are procedural rafeguards to minimize the likelihnod of ardi-
trary action on the part of FDA. We would agree that revocation of an effective
new drug application should result in loss of any prior sanction gained by virtue
of that application. But we do not think the FDDA should be allowed to bypass
the new drug procedurcs entirely and take a drug off the market without resort
to the procedural eafeguards set forth in the new drug section of the act.

We can gee no justification in arming FDA with two separate procedures with
two separate legal standards for removing drugs used in animal feed from the
market. This would {n effect place in the hands of FDA a second power of
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revocation. This power would only serve to enhance the duplication and over-
lapping of regulatory procedures which already bedevil our membership.

We remind this committee again that these products of our industry only be-
came subject to the food additives section of the act at all because residues of
them may appear in the tissues or food byproducts of the animal or because they
are combined with animal feed for ease of administration apd because feed {8
construed to be food. We do pot see on what basis FDA can jostify having one
remedy under section 505 of the act and a wholly different remedy under section
201(8) whenever it has reason to doubt the safety of a drug which bad previously
cleared as safe.

With respect to clause (b) of H.R. 12437, howerver, we pote that this clanse
differs substantially from section 2 of H.R. 12420 and section 303 of H.R. 11582,
For example, there is provision fer opportunity for hearing and for appeal in
accordance with the procedure established by section 505(b) of the act. Ac
cordingly, our objections to the earlier bills on the issue of prior sanctions have
in part been ret.

On the other hand, clause (b) H.R. 12437 also places in the hands of FDA a
second legal standard for removing drugs used in animal feed from the market.
Under this bill, the FDA must find, on the basis of substantial evidence of rec-
ord, that the Delaney clause—section 409(c) (3) (A)—applies to an additive in
order to withdraw any sanction or approval available to it. This is in addition
to power granted under section 503 to suspend the effectiveness of its new drug
application.

We would prefer that FDA be required to avail itself of the remedy set forth
under section 5035 of the act for suspending the effectiveness of new drug appli-
cations. However, in spite of this, we do not oppose enactment of H.R. 12437
as an interim measure pending consideration of our request for basic legisiation
applicable to animal drugs, provided that H.R. 12437 is amended as recommended
by AHI in respect of its Delaney clause provisions.

DELANEY CLAGSE AMENDMENTB

Clause (a) of H.R. 12437 is offered as a relief measure to manufacturers of
animal drugs and to feed manufacturers. AHI applauds the purposes of this
section.

It would amend the food additives section of the act, section 409, by broadening
the power of FDA to permit the use of a substance as ap ingredient of feed for
animals. At the present time such power is arbitrarily limited by overly strict
interpretations of various provisions in the law, including the so-called Delaney
capcer cddauce, which appears in section 409(c) (3) (A) of the act.

Existing law operates in the following manner. Assume a substance is
thought capable of inducing cancer when adminpistered in massive doses to sus-
ceptible laboratory apimals. Assume also this substance is a drug proposed for
use in anumal feeds. By virtue of FDA's interpretation of the Delaney clause,
this drug could not receive clearance under the food additives section of the
act, even though it could be proven safe under its conditions of intended use.

Now assume further that this drug was proposed for use and was cleared as
safe by the FDA prior to epactment of the food additives section of the act in
1958. Let us say that it was on the market and emplored extensively in animal
feeds pursuant to new drug applications made effective prior to 1938. In our
opinion, this drug should be construed as exewpt from the food additives section
of the act, and thus from the Delaney clau<e contained therein, oo the ground
that it was being vsed in accordance with a sanction or approval granted prior
to enactment of the food additives section, and thus falls within the prior sance-
tion clause coutained in section 201(a) of the act. Thus, the continued use of
the drug should pot be affected by the enactment of the food additives section of
the Act.

But FDA did not <o interpret the law. Using its power to control individual
feed formulations of individual feed manufacturers, and narrowly construing
the prior sanction clause, FDA held that for certain manufacturers such a drug
was a food additive—and its vse barred by the Delaney clause—but for others
the drug when used in the same feed formulation would be exempt from the food
additives <ection of the act and thus permissible for use. This amounts to
economic diserimination. and arbitrary restriction of the safe use of a drug.

Clause (a) deals with this problem. It proposes to exempt from the operation
of the Delaney claunse a substance vsed In animal feeds if it will not adversely
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affect the animals and if it does not leave a detectable residoe in food preducts.
(Clause {(c) would similarly amend the Delaney clause contained 1n section 706
of the act, dealing with color additives.)

If the objectives of clause (a) are to be realized, however, several clarifying
amendments are essential.

First, we do uot believe the term “no residue,” appearing on line 2, page 2, of .
H.R. 12437, standing alone, is scientifically meaningful. The bill as presently s
written requires the applicant for a food additive regulation to prove the total
absence of residue. Tbis will not be possible in the case of additives which also
occur naturally in the tisspes of animals. It may not be possible 1o determine
whether a residue is due to the naturally occurring substance in the animal
tissues or to the additive. Therefore, we suggest adding the phrase “In excess
of background levels thereof naturally present in the animals™ following the word
“found™ on line 2 of page 2.

Second, we suggest deletion of the phrase “reasopably certain to be’ on lines
10- 11 of page 1 aud substituting therefor the phrase “capable of being”. The
present bill calls for FDA to consider whether the conditions of use and feeding
«pecified in the propo<ed labeling of an additive are reasonably certain to be
followed in practice. Thus, FDA must speculate whether the customers of the
drug manufacturer will obey the law prior to the marketing of the drug. We
believe any infractiop of the law on the part of the customer should be prosecuted
without prohibiting the use of the drug for all law-abiding users.

Third, we urge the deletion of the phrase “which regulations shall not be sub-
Ject to subsections (f) aund (g)" on lines 4-3 of page 2. The effect of this
phrase is to exempt from any necessity for hearing or review the regulations of
the Secretary prescribing methods of examination necessary to determine
whether there is a residue of an additive. Such an important iscue—which is
controlling as to the application of the section—should not be left to the uncon-
trolled discretion of the Secretary.

While clause (a). if amended as reconimended, is unobjectionable, we submit
that for the animal drug industry the purposes of this <ection are much too
narrow. Under this <ection the determining factor in remoring a substance from
the ban of the Delanev clau<e is the determination of the existeuce of residuve.
The term “no re-idue” is pot <cientifically meaningful. Afan adjusts to a wide
rariety of sub<tances in trace amounts, detection of which merels depends upon

the sencitivity of the methode of acsayr. We submit that the true test should 3 ,\,\
be mare closely gelated to proof of safety of the additives under actual conditions ‘ g
of use.

The Delanexr clauce departs from the basic philosophy of the food additdve
section of the act The concept of =afety used in the statute applies to the
capacity of an additive, nuder the conditions of its u<e (including the method . »
of its administration and the gquantities consumed), to cau<e harm from auy ‘
disenrce. A< currentlv nterpreted. the Delaney clause, on the other hand. abso-
lutely precludes the Secretary from finding ou the hasis of the seientific evidence,
that no harm will re<ult frmn the propoced use of an additive which may be
“found” to induce cancer. Tt does not matter thiat there max Le po agreed-upon
definition af the term “cancer” or the term “found.” or that the evidence may
learly differentiate the conditions of cancer induction from the conditions of
the nse of an ndditive A< Commiscinner Larrick of FI'A previously testified
hefore this committee. there is no mare rea<on to <ingle aut paesible carcinogeni-
city for specific mention in the legiclation that to cingle onut prodaction of a host
of other dj<orders.

Among other «cientific badie< ealling for amendment or repeal of the Delaney
clanse the Food and Nutrition Conncil of the American Medical Association re-
centle i<ened a palicy statement concluding that the Delaney elauce contrihutes
nothing to the =afe use of fond additives. could prohibit the addition of certain
e<cential nutrients and could eau<e many new found improvenients to be post-
poned or ahandoned.

The Ammal Health Inctitute has previou-ly approved a snggested amendment
‘o the Delaney daunce which would, we telieve. he superior to tbe *“no residue”
proposal  This amendment wonld provide a mechanicm throush u<e of the
[cientific Advicore Committee whereby an impartial and independent panel of
ccientiete may evalnate scientific evidence on the hasi< af which decicions have to
be made prohibiting ar permitting the u<e of certain possilily carcinogenic com-
ponnds A cong of thic amendment, and 8 memorandum in explanation thereof,
s enclosed with this statement.

Clauce (a) {= aleo narrow In <cope In that it fails to deal! with the problem
of triplication of controle directly. It may, of course, remove 8 certain amount
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of discrimination produced by multiple controls. But ft would leave those
controls intact, and thus would not eliminate a major deterrent to the develop-
ment of new animal drugs. Orver the long range, therefore, the Delaney clauvse
amendments to the food additives section of the act would not suffice to solve
the problems of our industry in clearing new animal drugs.

ANIMAL HEALTH INSTITUTR,
Des Moines, Iowa, February 5, 1962.
Mr. J. Kexxern Kirg,
Assistant Commissioner, Food and Drug Administration, Washington, D.C.

Dear Mr Kink: As you know, the Animal Health Institute over a period of
vears bas discus~ed with the Food and Drug Administration certain mutual
problemws, and tbese discussions have resulted in sigvificant advances for both
of the groups copcerned. Over the past several years we in the Animal Health
Institute have been gravely councerned about the length of time it has taken
the Food and Drug Administration to process food additive petitions, especially
in those areas that simultaneously involve new drugs or certifiable antibiotics.

At the 21st annnal meeting of the institute in 1961, Mr. Winton Rapkin an-
pounced that food additive petitions now were being processed more rapidly,
and that following its nsual cooperative approach, the Food and Drug Ad-
ministration svould welcome factual information where industry felt that there
were undue delays.

With Mr. Rankin’s invitation in mind, we have made a survey of member
companies of the Animal Ilealth Institute to determine if applications were in
fact being processed more rapidly. Unfortunately, our membership hes scen
no improvement in this connection in the past year. Indeed, our sarvey indi-
ciates that recent applhicatiops as a geperal rule are still taking longer than
the 30-day period for filing, and in certain instapces longer than 180 days for
final approval. Inter<paced between these dates may he many requests for
additional information which stop the regulatory timeclock. Some of these re-
quests seewn qnite trivial to us.  Of equal concern is the fact that letters asking
for additional information ave dated the darx the letter is written, and not the
date the letter is mailed. This has caused delays of 1 to 3 weeks for the
company juvolred.

With a view toward assisting the Food and Drug Admipistration in deter-
mining what sters need to be taken to speed up processing of food additive
petitions so that " & consumers may benefit from the new discoveries as quickly
as foreign coyutries, we huve «ompiled the attached list of examples of delays
ahich the Animal Health In<titute feels are excessive.

After you have had an opportunity to review the sttached information, we
shall be more than pleased to meet at your conveuience to discuss more fully
the importance of this problem.

Yours very truly,
D. L. BEUSER,
Executive Secretary.
FAP 140

Mareh 9, 1960 : Application submitted Food and Drug Administration.

April 6, 1960 : Petition filed by Food and Drug Administration.

Mayx 6. 1960: Letter fromn Food and Drug Administration received by com-
pany on Mayx 11, 19G0 (5 dars after mailing), asking for certain samples.

Max 12, 1) Ramples delivered persopally by company to Fond and Drug
Administration,

Oetober 12,0 1900 Foold additive reenlation signed by the Commissicner.

Ctober 15, 190 Final regnlation appeated in Federal Regicter.

Nort.— The 19%0-day extencion for this application expired co October 9,
1960, <o that it was proces<ed 3 days late.

FAP 170

June 14, 1%:0 - Submitted petition to Food and Drug Adwinistration.

Julx 21, 1%0: Food and Drug Administration notified company, application
Incompilete.

August 12, 190 Company submitted additional information.

Angust 17, 19601 Food and Drug Administration notified company appiication
incomplete.
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September 6, 1960: Food and Drug Administratios notified company new drug
application withdrawn and resubmitted as of August 15, 1960, but still incomplete.

September 16, 1960 : Company submitted additional data.
* Reptember 30, 1960: Food and Drug Administration requested further clarifi-
catirn of data by telephone. A

October 13, 1960: Food and Drug Administration notifled company application 4
still incomplete. ;

November 9, 1300 : Company submitted additional data. 3

December 13, 1960: Food and Drug Administration notified company that pe-
tition had been filed.

January 19, 1961 : Company submitted additional data.

March 10, 1961: Food and Drug Administration notified company that a 90-
day extension would be necessary to process petition,

May 19, 1961 : Petition approved.

FAP 180

June 22, 1960 : Submitted application to the Food and Drug Administration.
July 20, 1960 : FDA requested additional data.
September 19, 1960 : Compauny submitted additional data.
November 16, 1960: FDA advised company Food Additives Branch was re-
viewing petition
November 30, 1960, December 7, 1960, December 16, 1960, and January 4, 1961 :
Company told that FDA was in disagreement as to whether or not the product
was actually a food additive.
January 12, 1961 : FDA advised company that a food additive regulation would
be required.
Nove.—In this case it took FDA 115 days from September 19, 1980, to
decide that the product was a food additive.

FAP 288

Octoter 11, 1960: Submitted petition to the Food and Drug Administration.

October 20, 1960: Food and Drug Administration acknowledged receipt of
this application.

November 3, 1960: Gave Food sud Drug Administration additional data by
telephone.

November 8, 1900: Gave Food and Drug Administration additiopal data by
telephone, N

November 10, 1960: ¥ood and Drug Administration notified company applica-
tion was {ncomplete.

December 7, 1960 : Company submitted additional information.

February 3, 1961: Food and Drug Administration acknowledged receipt of

P

December 7, 1960, duta and gave a conditional filing date of December 8, 1960
(New Drug Branch).

February 6, 1961 Fond and Drug Administration petified company of food
additn e petition filing of February 6, 1961,

Note.—Filing dute i< 60 days after application was judged to be complete.

Max 15, 1%7: Food and Drug Administratiop potified company that a 90-day
extension would be necessary to process petition.

July 21, 1961 © Food additive petition approved.

‘ FAP 252 (CHICKEXNS)

Navember 7, 1960: Submitted petition to the Food and Drug Administration
L ¢viering use io chickens.
December 19 1960 . Petition filed by FDA.
. Notr —In thic instance it took FDA 42 days to file the petition.
Mareh 16, 1661 : FDA notified company that a 90-dayx extension would be nec-

essary to process petition.
, July 5. 16G1: Detition approved by FDA.
: Naote—1In this ¢ace FIVA tonk 203 dars from filing date to approval date,
ar 3% days Yonger from <ubanittal date to approval date than the maximum
provided by Inw and regulation.

TiEE

FAP 252 (SWINE)

December 15, 1940: fSubmitted petition to the Food and Drug Administration
covering use in swine.
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April 18, 1961: Notification by FDA that petition bad been filed on March
20, 1961.
Note.—Filing date 18 95 days after submission date.
July 5, 1961 : Petition approved by Food and Drug Administration.

FAP 448

March 10, 1961 : Application submitted to the Food and Drug Administration.
April 4, 1461 : Petition filed by FDA.
October 26, 1961 : Food additive regulation rigned by the Commissioner.
November 1, 1961 : Final regulation appeared in Federal Register.
Note—A total of 198 days elapsed from filing date to approval date.
There were no requests for additional information during this time.

FAP 288

November 18, 1960 : Supplemental new drug application submitted to Division
of Veterinary Meaicine, P DA for NDA 11110,

November 29, 1360: Before FDA bad taken any action on the November 18,
1960, submittal, company submitted an application for this product directly to
the Food Additives Branch as an amendment to NDA 11-116.

January 11, 1961: Letter from FDA Food Additive Branch acknowledging
receipt of application and noting FAP 288 was filed on January 5, 1961.

January 16, 1961: Letter from Division of Veterinary Medicine stating this
supplemental application would be copsidered a separate new drag application
and assigned a new number, NDA 12-698. Tbe letter also states that the product
was considered a food additive under section 409 of the act. The letter farther
notes that the food additive petition was filed on Japuary 11, 1961.

Note—The pew drug application and food additive petition were not
acted upon simultaneously. It took 48 days after receipt of the new drug
application for filing, or 37 days after receipt of ths food additive petition
for filing. Also, it seems strange that two different filing dates were given
by FDA for the same petition.

April 7, 1961 : Letter dated April 7, 1961, from FDA asking for an additional
90 days to consider the petition.

NoTe—This letter was dated 92 days after filing date of Japuary 5, 1961

May 17, 1961 : Notice by FDA that they could not recommend favorable action
on the petition because there were gaps in (1) the feed assay and (2) residue
data.

Nore.—Thus 132 days from filing date to determine FAP 288 was deficient
in two of the fundamental aspects of any petition.

FAFP D28

May 24, 1961 : Application submitted to the Food and Drug Administration,
June 18, 1961 : Letter from FDA indicating application Is complete.
July 11, 1961: Letter from FDA stating that application had been filed on
July 7, 1961.
NoTeE.—In this case 44 days elapsed betwen submission of application and
filing date; actually, the filing date was 21 days after tbe company was
notified that the application was complete.

FAP B35

Mar 16, 1961 : Submitted petition to the Food and Drug Administration,
July 14, 1961 : Petition filed by FDA.
Note.—In this instance it took FIDA 60 days to file the petition.
October 17, 1961 : Notification that a 90-day extension would be necessary to
process petition.
December 12, 1961 : Pending.
FAP 362

July 3, 1961 : Submitted petition to the Food and Drug Administration.
August 28,1961 : Petition flled by FDA.
Nore.—In thig instance it took FDA 45 days to file the petition.
November 26, 1961: Notification that a8 90-day extension would be necessary
to process petition.
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FAP 564

May 23, 1961 : Submitted application to the Food and Drug Admiunistration.
August 29, 1961 : FDA notified company that petition had been flled.
Note.—Filing date is 98 days after application had been submitted.

FAP 568

June 9, 1961 : Submitted petition to the Food and Drug Administration.

October 3, 1961 : Company wrote to FDA inquiring as to status of this petition, 3
since there had been no written reply or acknowledgement of receipt or filing of 3

tition. s
peOctober 12, 1961: FDA ackpowledged receipt of October 3, 1961, letter and
advised that the petition had been given a FAP number of 3563. No mention
made of filing date.

October 30, 1961: Letter from FDA stating tbat FAP 565 bad been given a
filing date of October 25, 1961. 3

Note—In this instance it took FDA 141 days to file this petition. .
December 20, 1961 : Petition still pending approval

FAP B77

Auggust 30, 1961 : Submitted application to the Food and Drug Administration.

November 20, 1961: FDA advised company that certain additional data were k.
necessary before petition could be filed. Py
Note—It took 82 days in this case for FDA to determine application was ]
incomplete and could not be filed. p

FAP 583 -

July 24. 1961 : Petition recelved by the Food and Drug Admlnistration.
October 16, 1961: Ietter from FDA stating that petition bad been filed on :
September 20, 1961,
Note —In this instance 58 days were taken to file the petition.
December 12, 1961: Letter from FDA that an additional 90 days would be
necded to study the petition. k.

AXTuaL HEALTH INBTITOTE 3
PRrOPOSED AMENDMENRTSE TO Foon AppITIvES Law z
B . - - ) 5

1 k.

Amend Section 409(¢){(2) : . L

Add the following sentence at the end of the paragraph: -

“If an advicory committee is established as bereinafter provided such order ‘

shall be issued within the time specified in paragraph (c)(3)(B) (ili) of this
section in lien of the time specified in this paragraph.”

I

Amend section 409 (c) (3) in its entirety so as to read as follows:

“{A) No such regulation shall issue if a fair evaluation of the data before
the Secreary (i) fails to establish that the proposed use of the food additive,
under the conditions of use to be specified in the regulation, will be safe: ar ‘8
(i) shows that the proposed use of the additive would promote deception of the .
consumer in viclation of this Act or would otherwise result in adulteration or %
in misbranding of food within the meaning of this Act.

“(B) (1) No food additive shall be deemed to be rafe, except as provided ia
this subsection (¢) (3) (B), if it is found by the Secretary to induce cancer when .
ingested by man or animal, or if it is found Ly the Secretary, after tests which B
are appropriate for the evaluation of the safety of additives for use in food, to k'
induce cancer in man or animal. ¥

“{ii) In the event that the data before the Secretary ruggests tbat a food k-
additive for which a petition has been filed may induce cancer in man or animal
within the meaning of paragraph (i) of this suhcection (¢} (3)(B), the Secre
tarx shall 0 notify the petitioner not less than thirty days prior to the fssuance .
of the order required by paragraph (1) (A) or (B) of this subsection (¢). If, at i
any time prior to the issuance of the order required by paragraph (1) (A) or
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(B) of this subsection (c¢), the petitioner so requests, or if the Secretary at any
time prior to the issuance of such order deems it pecessary, the Secretary
shall forthwith refer the petition to an advisory committee for a report with
respect to the tollowing questions :

“(a) whether or not the additive induces cancer in man or animal, within
the meaning of paragraph (i) of this subsection (¢)(3)(B), and if so,

“{b) whether or not the praoposed use of the additive, under the conditions
of use specified in the petition, is established by. a fair evaluation of the
data considered by the committee to be safe from the standpoint of the
cancer-inducing potential of the additive.

“(iii) As soon as practicable after such referral, but not later than sixty days
thereafter, which period may be extended an additional thirty days if the
advisory comrmittee deems this pecessary, the committee shall certify to the
Secretary, with a copy to the petitioner, a report on such matters, together
with all underlying data and a statement of the reasons or basis for its con-
clusions thereon. Within thirty days after such certification, the Secreiary
shall, after giving due copsideration to such report and to all data then before
him, iscue the order required by paragraph (1) (A) or (B) of this subsection
(¢). The provisions of paragraph (i) of this subsection (c¢)(3) (B) shall not
be applicable to such order in the event that the Secretary acting upop the
advice of the advisory committee has concluded that question (b) set forth in
paragraph (1i) therein should be answered in the affirmative.

“(iv) The deliberations of the advisory-committee shall be conducted in
accordance with regulations promulgated by the Secretary designed to assure
impartial consideration of the matters set forth in paragraph (ii) of thir sub-
section (¢}{3)(B). The right to con<ult with the advisory committee shall
bhe afforded to the person who has filed the petition and to the Secretary. All
data considered Ly the advisory (ommittee shall be made part of the record of
its proceedings and shall be made available to the petitioner and to the
Secretary.

“(v) The advisory committee shall consider, among other factors bearing
upon the matters set forth in paragraph (li) of this subsection (c¢) (3) (B).

“¢(a) The appropriateness aod reasonableness of the tests for
arcinogenicity,

“(by The reliability of the evidence of carcinogenicity,

“(¢) The c(oncentration of the substance above any natural background
level resulting from addition of the substance to foods for human con-
sumption, and

“{d) The appropriateness of assay techniques to determine whether the
substance is present in food.

“(vi) The advicory committee shall be composed of disinterested experts
selected by the Secretary from a papel propoced by the Nationat Academy of
Sciences, except that in the event that the National Academy of Sciences fails
to act. the Sevretary shall determine the member<hip of the committee. Such
experts shall be gnalified to consider the matters referred to the committee and
shall be of adequately diversified professional background, but representatives
of the Departinent of Health, Education, and Welfare and representatives of
persons directiv interested in the additive which is the subject of the referral
<hall be inelizible to <erve as members of the committee. The size of the com-
mitree shall be determined by the Secretary. Members of the advisory com-
mittee <hall receive as compen<ation for their services a reaconable per diem,
which the Secretary shall by rules and regulations prescribe, for time actually
spent in the work of the cominittee, and <hall in addition be reimbursed for their
necessary travel and subsistence expen<es while go serving away from their
places of residence. The members shall not be suhject to any other provisions
:Q)f law rezarding the appointment and compensation of employees of the United
States.”

m

Amend section 409(f)

Add the following new paragraph: .

“{4) Anx report, underlsing data and reasons certified to the Secrefary by
an advicory comnuttee appointed as provided in subsection (c¢) (3) (B) of this
section «hall be made a part of the record of the hearing. if relevant and material,
subyect to the provicions of <ection 7(c¢) of the Administrative Procedure Act
(6 T".SC 1006(c)). The adricory committee shall designate a member to
appear and te<tify at the hearing w.th respect to the report of such committee
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upon request of the Secretary, the petitioner, or the officer conducting the hear-
ing, but this shall not preclude any other member of the advisory committee
from appearing and testifying at such hearing.”

MEMORANDUM RE PROPOSED AMENDMENTS TO F00Dp AupITIVES Laow CORCEENING
DELANEY ANTICANCER CLAUBE

The purpose of this memorandum is to describe, examine, and analyze amend-
wents to the Delaney clause which has been proposed by the Animal Health
Institute for consideration in the ¥7th Congress. A copy of these proposals is
enclosed herewith.

By way of. background, the Delaner anticancer clapnse contained in the Food
Additives Amendment of 1958 was discussed from time to time in the course of
the hearings prior to the enactment of the Color Additive Amendinents of 1960.
A similar clause was contained in H R. 7624 which bill, in amended form, be-
came the color additives law. Accordingly, the operation of the Delaney clause
under the food additive law was considered pertinent.

H.R. 7624 was amended by the House Committee on Interstate and Foreign
Cowmerce following extensive hearings beld between January and May of 1960.
As reported, H.R. 7624 coutained a provision permitting referral to an advisory
commniittee for a report and recommendations with respect to any matter arising
under the Delaney clause if such matter requires the exercise of scientific judg-
vient. While the House comumittee report indicates that the purpose of this
amendment was to provide for a study and report oo the question of whether a
color additive is a carcinogen, nevertheless, there was considerable confusion as
to the scope of the advisory committee amendment. For example, on the floor of
the Senate, Senator Hill reinarked, in reply to & motion by Senator Jarvits to
reconsider the color additives bill :

“1 also wish to state that the report of the group of scientists, under date of
May 14, 1960, to which the Senator froin New York has referred, did not rec-
cunend repeal of the Delaney amendment, as that amendment is now carried in
the Food Additives Act of 1938, hut did recommend that the Secretary of IHealth,
Education, and Welfare appoint a board, advisory to him, to assist in the evalua-
tion of scientific evidence, on the ba<is of which decicions have to be made as to
prohibiting or permitting the use of certain carcinogenic compounds.

“I may s»ay that the amendment to which we agreed last night pot only pro-
vides for such an advisory board—they use the term “advisory committee,” but
an advisory boeard is the same thing—but gives to anyone who may feel that he
needs sowe redress the right to have such an advisory committee consider the
msatter.”

However, it scems clear that contrary to Senator Hill’s impression, the ad-
visory commiftee as set forth in the color additives legislation is not anthorized
to evaluate evidence on the basis of which decisions have to be made as to pro-
hibiting or permitting the use of carcinogenic compounds,

The report referred to by Senator I, dated May 14, 1960, is commonly known
as the report of the Kistiakowsky committee. The panel of experts constituting
this commitltee ras convened by the Pre<ident's Saence Advisory Cowmmittee.
This committee recommended the appointment of an advisory board to assist in
the evaluation of saentific evidence on the basis of which decisions have to be
made prohibiting or permitting the use of certain possibly carcinogenic com-
pounds. It was further recommended that such adrvisory board consider among
other matters:

“(a) Whether or not the tests for carcinogenicity are appropriate and
reasonable;

“(b) Whether the substance ig or i not in reality carcinogenic as determined
hictopathologically or by other criterias;

“(c¢) Whether addition of the substance to sgricultural products would result
in a concentration of the substance above the natural background level of such
substance:

“(d) What assay techniques are appropriate to determine whether a specific
carcinogen ig present in food.”

Tbe report also recommended thet appropriate modifications in the law be
sourht if cxisting legislation @7 - not permit the exercise of dlscretion con-
sistent with the recommendatiou. «e committee.
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That the exercire of such discretion requires armendment to the Delaney clause
is ¢lear from the discussion of scientific issues contained In the Kistiakowsky
committee report.  For example, the report states:

“From the experience obtained in animal experiments and study of humans
who have been expored to carcinogens in the course of their work such as cited
above, the pinel believes that the probabiliry of cancer induction from a partico-
lar carcinogen in mioute doses may be eventually assessed by weighing sclentific
evidence as 1t becomes available.”

The repurt also discusses special problems in the administration of the
Delapey clause which might arise when substances u~eful in trace amount but
carcinogene in large doses are copsidered, such as selenium, {norganic arsenic
compounds, atd polyoxyethrlene stearate. As to these problewns, the committee
states: “This list of examples may be expected to lengtben and each case re-
quires scientific judgment to determine the issues involved.”

Again. the committee report discussed the problemn which arises when carcino-
genic substances are permitted to be used under such conditions (as in the feed
industiry) that ther are absent from bhuman food products. As to this problem,
the committee states: “Scientific judgment as well as the rule of reason are
required to decide what is a proper and adequate assay method.”

With respect to each of the foregoing examples, the Delaney clause, even if
amended as io the color additives law, does not permit the exercise of scientific
judgment recommended by the Kistiakowsky committee.

That the recomniendations of the Kistiakowsky committee represent the best
thinking of the scientific community is apparent. In tbe State of Wisconsin,
“the Report on Food and Feed Additives and Pesticides of the Governor's Special
Committee on Chemicals and Health Hazards,” concluded, with respect to the
Delaney clause:

“This legi<lation is extremely rigid and difficult to administer in specific in-
stances, principally because it prohibits the presence of even traces of these
compounds, although it is known that the effects of large amounts of a substance
mayx differ profeundls from the effects of small amounts of the same substance
and that a material dangerous in considerable guantity may have no measurable
eflect when pre<ent in minute quantities. Experience bas shown that this portion
of the Federal law should be modified to permit the evaluation of each substance
on an individual basis by a competent board of experts.”

The report further states:

“A more flexible regulation might provide that no substance with the ability
to produce cancer following ingestion by man or ganimal be used as a food additive
unless a safe level of use can be establiched. In this way the merits of each
subctance in question could be examined individually by a properiy qualified
board of experts. This modification of existing legislation is a rational possi-
bility because it is highly probable that for experimental animals there do
exist subceritical doses of chemicals kuown to be carcinogenic; in other words,
chemicals known to produce cancers when fed in very large amounts for long
periods of time may be completely harmless when given in far smaller amounts.”

The majority of the panel of experts which appeared before the House Com-
mittee on Interstate and Foreign Commerce on April § and 6, 1960, went on
record as favoring some modification of the Delaney clause. For example, typi-
cal of the majority omnion, Dr. Kensler, Department of Pharmacology, School of
Medicine, Boston University stated :

“In ¥ opinion, the Delaney clause. as written prevents the zpplication of
proper scientific judgment to this problem. In my¥ opinion, it should be modified
in ruch a way that the current scientific judgment be brought to bear on the
problem whenever such judgments are appropriate, and when such information
is available, not necessarily baving to wait for the passage of anotber plece
of legisiation.”

The reports and testimony offered in the color additive hearings led to the
amendment of the Delanes clause to provide for a sejentific advisory committee
whose deliberations were limited to evaluating the evidence relating to carcino-
genicity of a color additive at any level of administration in any species of man
or animal. This amendment, of course, appears in the color additives legisla-
tinn. No effort has been made to include an advisory committee in the food
additives law. Howerver, the former Secretary of the Department of Health,
Education, and Welfare conceded the need for amending the Delaney clause in
the Food Additives Amendment of 1958, at leact insofar as animal feed is con-
cerned. Proposed amendments to the food additives Iaw were accordingly trans-
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mitted by the Department of Health, Education. and Welfare to the House 3
Committee op Interstate and Foreign Cominerce under date of May 13, 196G0.
One portion of the Secretars’s proposal was to amend the Delaney clause, ex-
empting from its application the use of a substance as an ingredient of feed
tor animals which are raised for food production, if it is found that the additive
will not adversely affect the animals for which the feed is intended, and that
no residue of the additive will he found In any edible portion of the animals
after slaughter or in any food yielded by or derived from the living animal.
The Secretary coupled with this proposal another amendment having the effect
of destroying the statutory exemption from the food additives law applicable to
substances used in accordance with a sanction or approval, on the basis of a find-
ing that there is reasonable doubt as to its safety. This later amendment would
make it unnecessary to abide by the procedural safeguards which would other-
wise be necessary to revoke such sanction or approval.

The proposal of the former Secretary of the Department of Health, Education,
and Welfare with re<pect to the Delaney clause, while indicating the need for 1
amendment of that clause, was predicated upon an assumption of questionable b
merit. The assumption is that it is feasible to amend the Delaney clause on a
case-by-ca<e basis each time the use of a compound or class of compounds is
unnecessarily prohibited by its <trict application. Of course, such an assumption
is inconsistent with the basic principle of the food additives law to delegate to the
adwinistrative agency the power to determine tolerance for food additives.

There is ancther fault in tHe so-called no-residue proposal of the former
Secretary. The fault is that the proposal is pot con<istent with the exercise of
sound scientific judgmnent even in the case of drugs u<ed in animal feeds. For
example, it depends upon the i<suance of regulations prescribing methods of
as<ay in order to determine whether or not there is a residue of the additive
in the meat, milk, or eggs produced fromm animals. The power to cancel an
exemption merely because of the discovery of more sensitive methods of assay is
incon<istent with the kind of scientific judgment which should be exercised in
accordance with the report of the Kistiakowsky committee.

To give another example, the no-residue proposal is totally inadequate to deal A
with problems of scientific judgnment aricing from the u<e of an additive where
the additive or its componeut~ have 2 natural backgionnd level in food con-
<umed by humans. Since this background level mayx vary from product to prod- 3
uct, from animal to animal. and from tissue to tissue in the same apimal, in -
some caxes it may not be possible to make a finding that the exemption rhould
apply, even though the exercise of scientific judyment r1eferred to by the Kistia- b
kowsky committee would call for exeinpting the additive from the Delaney
clauce. Furtbermore, it may be impossible to determine, upon examination of
the tissue of animalg, whether or not the re<idue of the additive or any of its .
components contained therein results from the administration of the additive.
In that event, the requi<ite finding could not be made.

With this background, the Animal Health Institute, concerned lest the De- 3
laney clau<e gdversely affect re<earch and technology, searched for an amend- j
ment which would. under the drcumstances, best serve the public welfare and J

pre<erve sclentific judgment.

Gutright repeal of the Delaney clance was diccarded. though substantial sup-
port might be adduced for <uch repeal. The effect of repeal would he to place
cancer in the same position under the law as all other diseases which afflict
niankind. Prior to the enactment of the food additives law, Commisgsioner Lar-
rick oppos<ed the concept of the Delaney clau<e. In 19757, he told the House
Committee on Inter<tate and Foreizu Commerce:

“But we see no more reason to single out cancer pradnction for specific mention
in the legislation than to single out production of high bload pres<ure, de<truction
of the blood-farming elements of the hodyx, or production of pephritis, diabetes,

or a host of other disorders. Al of these things are of extreme importance. We 3
certainly do not intend to sanction a chemical additive in the food supply unless

. the evidence rules out any rea<onahle ground for helieving that the propo<ed use E:

will constitute 2 hazard to the public health in any res<pect.” 3

More recently, 8 number of scienti<ts who are concerned with the protection of k-

the food <upplr of this Nation, have given <imilar testimony. For example, Dr. -
William J. Darby, Chairman of the Food Protection Committee of the National 3
Academy of Science, indicated to the Hou<e Committee on Interstate and Foreign
Commerce: L
{ “It i« my apinfon that the leglclative action shonld cobtinue to charge the :
Secretart with this respon<ibllity for decision as to safety for use of any pro-
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posed food additive, regardless of the kind of hazard. 1f it is deemed useful by
the Congress to call especlal attention to the potential hazard from cancer, I
believe this could, in the best interest of the health and welfare of our people,
be accomph~hed by the gimple device of instructing the Secretary that in reach-
ing a decicion as to safety be is to consider evidence bearing upon the possible
hazard from cancer which might result from the use of a given substance in the
msanner proposed.

“Such charge would then assure that he take into account all evidence obtained
by methods presently available or which might be developed in tbe future for
judging the safety or hazard for use of a given substance, and that he not only
could seek but, in fact, exercize the best scientific judgment in the administration
of the law.”

The Animnal Health Institute also discarded the former Secretary’s approach
of proposing new legislation on a case-by-case basis. Accordingly, the metbod
adopted was to provide a mechapisin through use of the scientific advisory com-
mittee whereby an impartial and independent panel of scientists may evaluate
scientific evidence on the basis of which decisions have to be made prohibiting or
permitiing the use of certain possibly carcinogenic compounds. This is similar to
the approach used in color additives legislation, differing orly in two major
respects. First, the Secretary should be authorized to issue a regulation acting
upon the advice of the advisory cornmittee permitting the use of an additive, the
use of which can be demonstrated to be safe in spite of the prima facie applica-
tion of the Delapey lause. Second, there sbould be provisions guaranteeing that
the advisory committee will truly be impartial.

Considering the first of tbese principal differences, it does not involve any
weakening of the Delaney clause as it apphes to the initial copsideration of &
food additive petition. It merely means that if there is a referral to an advisory
committee, this commuittee will consider the following specific questions: (a)
whether or not the additive induces cancer in man or animal, within the meaning
of the Delaney clause, and if so, (b) whether or not the proposed use of the
additive, under the conditions of u<e specified in the petition, is safe from the
standpoint of the (ancer-inducing potentiality of the additive Thereupon, the
advisory comimittee is to make a report on the<e questions within 60 days, unless
extended an additional 30 dars, after the referral Meanwhile, the Secretary is
precluded from jssuing an order on the petition until the conimittee has certified
its report. The proposed amendment specifically provides that the Delaney clause
shall not be applicable to the order in the event that the Secretary, acting upon
the advice of the advisory committee, has concluded either that the additive does
not induce cancer within the meaning of the Delaney clause, or that the proposed
use of the additive, under the conditions of u<e specified in thbe petition, i~ safe
from the standpoint of the cancer-inducing potentiality of the additive. Under
this propocal, the advisory committee is required to (on<ider, among others, those
factors specifically listed in the Kistiakowsky committee report. The Secretary
is required to notify the petitioner, not les< than 30 days prior to the issvance of
any food additive order, if the data before him suggests that the food additive
may mnduce cancer. The request for an advisory committee may be made by the
petitinner at any time prior to the issuance of <urh an order, but the Secretary
within the same period of time may invoke an advisory committee on his own
initiative.

It should be noted that the proposal of Animal Health Institute places the
burden of proof on the person proposing the use of the additive to demonstrate
to the advicory committee that such use is gafe from the standpoiot of its cancer-
inducing potentiality. Accordingly, in the <ituation sdverted to by the former
Secretary in his testimony before the House Committee on Interstate and Foreign
Comiperce, namely, “* * * that no one knows how to get a safe tolerance
for substances in human foods wben thoce substances are known to cause
cancer * * *.” where that principle applies to an additive, the advisory commit-
tee could not deterinine that its proposed u<e is safe. However, the advisory
committee would be empowered to consider, on a case-by-ca<e basis, those in-
stances where the application of the Delaney (lause bas already been shown to
Le nigid or might in the future be shown to be rigid.

Considering the second principal difference between the color additive advisory
committee and the praposal of Animal Heulth Institute, namely, the impartiality
of the advisory committee, we believe that a certain minimum amount of proce-
dural safeguards ust be written into the advi<ory committee provision. There
fs no provision in the color additives lJaw which <ets adequnte ctandards appli-
cable to the deliberations of the advisory committee. As a mautter of fact, pro-
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posed regulations under the color additives lJaw, to which regulations cbjections
bave been made, do not insure that the deliberations of the advifory committee
will be impartial. Among other things, persons wishing to consult with the ad-
vigsory committee need not be provided with copies of material that is furnished
the committee. Neither are there suficient rules with respect to the manner of
consultation or the manner in which deliberations are held.

It is evident that, with respect to the pesticide law and the color additives law, K
Congress conceived great weight would be placed upon the deliberations of the
advisory committee. This Is indicated by the provisions whereby various parties
are given the right of consultation with the committee, whereby the committee
is required to certify all data underlying its report and recommendation, whereby 3
the Secretary is required to give due consideration to all these materials, and ¥
whereby all of this data shall be made a part of the record of any hearing if
relevant and material. Thus, the advisory committee is in the nature of a court
of appeals, for it is hardly conceivable that the recommendations of such a com- 3
mittee would be set aside in any judicial proceeding. A

Accordingly, the proposal of the Institute specifically provides that the advisory k
committee shall be composed of impartial experts. Furthermore, it is provided
that the deliberations of the advisory committee shall be conducted in accordance
with regulations promulgated Ly the Secretary and that these regulations shall
be designed to assure impartial consideration of the matters which are referred ke
to to the advisory committee. It is also provided that all data considered by <
the advisory committee shall be made part of the record of its proceedings, as
well as all interpretations of law upon whbich the committee relles, and shall be
made gvailable to the petitioner and to the Secretary. In the absence of such
safeguards, we feel that the decisions of the cou:mittee may not always be im-
partial and scientific, but may on occasion be touched with politics. On the other
hand, we do not believe that the legislation sbould specify the detailed manner
fu which the advisory committee should operate, but should leave these details
to be fashioned by the Secretary in accordance with the standard of impartiality
get forth in the proposed amendment.

In conclusion, we suggest that the Department of Health, Education, and Wel-
fare should reevaluate its policy with respect to the food additives law and ;
adbere in the case of possible carcinogens to the basic philosophy of that law, in g
accordance with the general recommendations outlined herein. The basic K
principle of that law is well stated in the report of the House Committee on
Interstate and Foreign Commerce on the food additives bill: 3

“The concept of safety used in this legislation involves the question of whether
& substance is hazardous to the health of man or animal. Safety requires proof
of a reascnable certainty that no harm will result from the proposed use of an
additive. It does not—and cannot—require proof berond any possible doubt that
no harm will result under any.conceivable circumstance.”

The two-fold purpose of the legislation justifies the proposed amendment.
Thus, the House committee said :

“The purpose of the legislation Is twofold: (1) To protect the health of con- ‘3
sumers by trequiring mmanufacturers of food additives and food processors to
pretest any potentially unsafe substances which are to be added to food ; and (2) i
to advance food technology by permittiog the use of food additives at safe levelg.”™ '

It has been demonstrated that the Delaney clause is not consistent with these :

principles and objectives, and constitutes a burden to research and food tech-
nolozy. The opinion of the Department of Agricultare expressed {n its letter
3 of May 16, 1960, to the House Committee on Interstate and Foreign Commerce
“3 is persuasive:
"5‘ . “The anticancer clauses contained in the Food Additives Amendment of 1958
3 und in H.R. 7624 on page 10, lines 11 through 22, are flat prohibitions against the
exercise of scientific and professional judgment in the determination of safety.
That such a flat prohibition may present problems is well exemplified in the case
of selenium, 8 known carcinogen. Several amounts (0.1 ppm.) in the diet
appear to hawe N6 measurable effect upon animal health. Sheep on diets with
subnormal amounts (0.03 p.p.m. or less) are not thrifty and show abnormalities
of the muscular and Internal organs. Excessive amounts (3 p.p.m. and above)
in the diet produce poisoning. Here we have a chemical, a carcinogen, & toxi-
cant, which fn proper amount Is essential to animnal heaith. The law should
not prevent proper use of such a chemical as an additive or otherwise.

“In view of the sbove and since we unders<tand that the Secretary of Health,
Fducation, and Welfare has adequate authority to withhald from u<e anv addi-
tive that he 1s unable to find wounld be safe in regard to cancer as well gs in
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regard to toxicity and other factors, it is our opinion that the anticancer provi-
slons in lines 11 through 22 on page 10 of H.R. 7624 are unnecessary. This Is
equally true of the anticancer provision in the Food Additives Amendment of
1958. We fully agree that the Secretary of Health, Education, and Welfare
should withhold from use apy additive which in his judgment would be unsafe
but we urge that the decision on safety be left to him rather than being de-

termined by law.”
The Caarxax. Dr. Robert J. Feeney {

STATEMENT OF DR. ROBERT J. FEENEY, DIRECTOR OF COMMERCIAL
DEVELOPMENT OF CHARLES PFIZER & CO., INC.; ACCOMPANIED
BY CHARLES F. HAGAN, LEGAL DIVISION

Dr. Feexey. Mr. Chairman and members of the committee, my -
name is Robert J. Feeney, and I am the director of commercial devel-
opment for the Charles Pfizer Co. which has its headquarters in New
York.

I am a doctor of philotophy in organic chemistry and have had ex-
tensive experience with alli aspects of the research and development
of new drugs and antibiotics by my company.

We appreciate this opportunity to appear before you, and we will
confine our remarks to the provision of H.R. 11581 which would ex-
tend to all antibiotics the certification requirements in the Federal
Food, Drug, and Cosmetic Act.

I am responsible at Pfizer for the coordination of all activities—
research, production, and marketing—Ileading to the introduction of
new products, including dosage forms, for human and animal use. 1
am accompanied by Mr. Charles Hagan of our legal division.

Our remarks will supplement the testimony on this provision by
Mr. John T. Connor. the president of the Merck Co. t me com-
mence by relating briefly something about our company’s long experi-
ence in the antibiotic field. .

One of Pfizer’s most outstanding achievements, of which we are
particularly proud. is the part that the company played in the de-
velopment of practical penicillin production procedures during World
War II. Pfizer was a pioneer with two other companies, Merck and
Squibb, in the research which made penicillin available in time to
save the lives ¢f countless American soldiers. By the end of World
War 11, Pfizer was producing about 50 percent of the penicillin used
by our military forces.

Pfizer was also one of the first companies to produce streptomycin
and later dihydrostreptomycin, two antibiotics most important in the
treatment of tuberculosis. Some 2 years later, in 1950, we brought
Terramyein on the market. This is a broad spectrum antibiotic dis-
covered by Pfizer scientists. It is still a mainstay of the medical

profession in the treatment of a host of infectious conditions, and has
also been found to be most useful in veterinary practice, as well as in
animal feeds for growth promotion and for prevention and treatment
of diseases.

It was the first of the important antibiotics which was not made
subject to the certification requirement. No antibiotic discovered since
Terramyvein has been subjected to the certification procedures except
those which FDA considered derivatives of the previously certified
antibiotics. In 19534, we marketed Tetracyn, another broad spectrum
antibiotic, also discovered by Pfizer scientists,

587



VOL. 21 LEGISLATIVE HISTORY OF THE FOOD,

DRUG & COSMETIC ACT

.
i
414 DRUG INDUSTRY ACT OF 1962

The company now produces and markets more antibiotic products .
than any other company in this country. These include the products 3
that I have mentioned and also bacitracin, neomycin, po ymyxin, 4
triacetyloleandomycin and Viomycin.

Of the 10 antibiotics which I have just mentioned, 5 are subject to
the present certification requirements in the Federal Food, Drug and B
Cosmetic Act—penicillin, streptomyecin, dihydrostreptomycin, Tetra- 3
cyn and bacitracin. The other five are not subject to antibiotic cer- 4
tification.  All would be covered if H.R. 11581 were enacted in its
present form.

In 1945 an amendment to the Food, Drug and Cosmetic Act re-
quiring certification of penicillin was supported by members of the .
pharmaceutical industry as a temporary measure. This amendment A
was passed at a time when production and control procedures were in '
a crude stage of development. Today, antibiotics can be produced
and controlled with uniformity comparable to that for other drug
products. There is therefore no longer any meaningful reason for 3
singling out antibiotic drugs for special certification treatment. 3

As a matter of fact, the Terramycin and other noncertifiable anti- :
biotics which we produce are as uniform in purity. potency, and so

forth, as any other drug which we produce. The truth of the matter is

that the certification requirement has long outlived its usefulness.

Meanwhile, the burden. which the certification prevision now im-

poses needlessly upon the industry. has increased over the years. The

annual fees paid by the industry to the Food and Drug Administra-

tion are between 000,000 and £1.000.000. Propos<als are now pending

that would incieace thece fees most substantially and would require

the submission of an increased number of samples for the certification 3
of batches of antibiotics. K
The 1959 extimate by the Comptroller General? that approximately -
150 man-vears of effort were devoted in that vear by FDA to certifica- <
tion would also he substantially mcreased if these latest proposed reg- A
ulations by FDA were adopted-——and the ficure would be at least :

double if zections 103 and 106 of this bill were enacted in their present
form.

However, the certification fees ave not the only expense needlessly
incurred as a result of certification requirements, The delayve pres- 3
ently caused by certification mean that our inventories must be sub-
stantially higher than justified for an eflicient operation. Moreover, if
the new reanlations pronased by FID.A are adopted our inventaries of
presentlv certified antibiofies would increase by an estimated €3 mil-
fion. Tf certification is extended to all antibiatics, the inventories
would be increased another £1.250.000. The<e ficures represent only :
one of the burdens an onlv one company in this field. -

At this point. we vwant to emphasize that if there were a <ignificant
prohlem of safety invelved. the cost and other hurdens would be
aladly aeccepted. We are in favor of anv reasonable proposal to ad-
vance miblic health and safety.  Far inctance, we support a number of

provisians in this hill which are practieal and which wonld achieve
thisaim.

1 Renort ta Conarecs by the Comptroller General entitled “Review of Fnforcement and

Certificatinn Acticitios af the Fnoad and Priug 4dministration, Department of Health,
Fdnecation and Welfare ™ dated September 1961,
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In the case of extension of certification, however, in view of the ad-
vanced state of the art of manufacturing and testing antibiotics, there
1s no need for the continuation of such requirement, much less for its
extension to all antibiotics. .

SECRETARY RIBICOFF 8 TESTIMONY

Secretary Ribicoff, in his prepared statement delivered to this com-
mittee on June 19, 1962, made four points to support extension of
certification. We should like to comment briefly on each of these
points:

(a) The Secretary said that antibiotics, more than any other drugs,
are the first choice in treating life-threatening infections. We agree
but the fact that antibiotics are used to treat life-threatening diseases
does not distinguish them from the many other drugs which are also
used to treat life-threatening diseases (which drugs, incidentally, do
not require certification.)

(&) The Secretary indicated that his Department has had to reject
numerons batches of the precently certified antibiotics. We would
respectfully refer to the above-mentioned report by the Comptroller
General, including the fact that during 1960 only 22 batches of anti-
biotic drugs were rejected by FDA out of 16.601 batches tested.

The rejection of a few batches is not surprising since it is our prac-
tice, and we believe the general practice in industry, to furnish samples
of production lots of FD.\ for testing as soon as production is com-
pleted and before we conduict our own fests.  The manufacturer’s own
testing of the above-mentioned 22 batches probably also confirmed the
deficiencies observed by FDA.  No manufacturers would knowingly
market a hateli of an antibiotic drug which was subpotent or unsafe.

(¢) The Secretary indicated that the Department has had to with-
hold certification services from some manufacturers until their “oper-
ation<™ were brought into compliance with “regulations designed to
insure <afety and efficacy of certified lots™  We are somewhat puzzled
by this statement, since we know of no regulations specifying stand-
ards for equipment. facilities, et cetera. to be used by manufacturers of
certifinble antibiotics. In any event, however, to the extent that the
facilities and enuipment of a manufacturer of any drug, are not ade-
quate to assure its quality. potency, et cetera, the answer to this prob-
lem is not certification. but rather the answer is already contained in
section 101 of TT.R. 11581 which would deem any drug manufactured
under such condition< to be adulterated. .

(7) The Secretarv indicated that the Department has had to sus-
pend certification of a number of products that became unstable or
otherwice unsuitahle for use. Manvt drugs other than antibiotics are
subject to deterioration under certain conditions. or merely with the
passage of time. and there ic ample authority under the present act
toproceed toany such situation.

BURDENSOME EFFECTS OF EXTENKION OF CERTTFICATION

Extencion of certification to all antibioties, at this late date, would
produce most serious difficulties and confusion for the manufacturers
of thoce antibiotic products which are not currently subject to
certification.
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In order to realize why this is so, it is necessary to understand the
mechanics involved in obtaining a certification for an antibiotic
product.

Under the general regulations for certification of antibioties (sec.
146.7) a2 manufacturer desiring to produce a new antibiotic dosage
form must submit to the Department a eonstderable amount of infor-
mation, including a full description of the methods, controls and fa-
<ilities used for its manufacture, processing, and packaging, a full
statement of the composition of the drog and all reports of investiga-
tion made to show wl?ether the drug is safe and eficacious. (This 1s
the same information required for “new drugs” under sec. 505 of the
act as it would be amended by secs. 102-104 of H.R. 11581.)

If the Department is satisfied that the data submitted is adequate
to demonstrate the safety and efficacy of the dosage form it Issues two
regulations which must be complied with in order to have batches of
that drug certified.

One regulation establishes standards of identity, strength, quality,
and purity for the dosage form (including prescribing, packaging,
and labeling requirements) and the other regulation sets forth the
tests and methods of assay for determining whether the standards in
the first regulation are met with respect to each particular batch of
the dosage form.

Pfizer currently markets over 60 human and veterinary antibiotic
dosage forms which are not subject to certification, and there are
many other manufacturers of noncertified antibiotic dosage forms.

If certification is extended to all antibiotics as proposed, presumably
Pfizer will have to petition for regulations providing for the certifi-
cation or exemption from certification of each of these dosage forms.
This is so in spite of the fact that virtually all of these 60 or more
do=age forms have already been cleared by the Department via the
new drug procedure=. and in spite of the fact that many of them have
been on the market for 5 to 10 vears. and are widely accepted by the
medical and veterinary professions. Since new drug clearance for
most of these products was obtained a number of years ago. and minor
changes in manufacturing piocedure, control procedures, labeling
have occurred for many of them, there appears to be little likelihood
that the Department would issue requlations providing for the certi-
fication, or exemption from certification_ for these products solely on
the strength of the fact that at one point they had been cleared through
new drug procedures.

It ean be anticipated. therefore, that FDA will re-review the data
previongly submitted for our dosage forms before issuing regulations
providing for certification.  We submit that this massive reclearancs
of our products will involve an enfirely unnecessary waste of industry
and Government manpower and will result in most burdensome delay.

WWhen vou consider that there are many companies hesides Pfizer
which market a wide range of antibiotic dosage forms that are not
currently certified. the maenitude of the difficulties and confusion that
will recult beeomes more apparent. There are about 30 noncertified
antibintics, and hundreds of dosage forme containing those antibiotics.

Tn the cace of drues far use in treating diseases of animals and
for use in animal feeds, the effect of extending certification to cover
all antibiotics would be particularly severe, and especially needless
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from the standpoint of safety. No Jogical reason has been advanced
to extend certification in the case of such products.

The extreme authority already exercised by the Food and Drug
Administration over such products was dramatically illustrated in
the testimony before the Subcommittee on Health and Safety on
August 6 and 7 of this year during hearings on H.R. 12437 and {I.R.
12420 which pertain to animal feed additives.

As indicated in those hearings, the extremely stringent controls gver
veterinary .drugs and animals feeds, which are currently exercised
by FDA under two separate sections of the act (the new drug section,
and the food additive section) have prompted the Animal Health
Institute to propose that the act be amended to provide for clearance
procedures for such drugs which are separate from the procedures for
clearing human drugs. To extend certification to all antibiotics used
in veterinary drugs and feeds would further burden and confuse this
highly unsatisfactory situation. .

The rincipal veterinary use of antibiotics is in animal feeds and
the problems just discussed aref{mrticularly acute in this area.

To extend the antibiotic certification provisions to all antibiotics so
used would accomplish no worthwhile purpose whatsoever since it is
entirely impractical to certify each batch of such feeds. Three of
the currently certifiable antibiotics are widely used in feeds, and FDA,
so far as we are aware, has certified no batches of such feeds. In-
stead, it has issued a maze of “exemptions” from certification. This
means that the degree of governmental control is no greater than in
the case of feeds containing uncertifiable antibiotics.

Because of practical considerations, if the certification procedures
are extended to all other antibiotles used in feeds, it is virtually cer-
tain that such feeds will also be marketed under exemptions from cer-
tification. Howerer. before such exemptions are granted a wholly
unnecessary, wasteful and time-consuming reclearance of each of the
antibiotic feed uces will presumably be required in spite of the fact
that virtually all of such uses were previounsly cleared under the new
drug procedures.

DECERTIFICATION

We now turn to our final point, the extreme reluctance of FDA to
exempt from certification manufacturers who have proved their
competence.

TWe submit that it is clear that Congress intended the certification
requirements to remain in effect only as long as they were needed to
protect the public. Indeed. the statute provides for the decertifica-
Hon of antibiotic drugs individually or as a class when such require-
ments are no longer neceseary “to insure safety and efficacy of use.”

However, FDA has taken the position that the statute as now
worded would not permit them to exempt a manufacturer from the
certification requirements as to a particular product but would only
authorize the exemption from certification of all manufacturers of
that product. That is, that decertification must be accomplishe? on
a product-by-product basis and not on a manufacturer basis. A few
antibiotic products have been decertified, but they are very few, and
no antibiotics for human use have been decertified within the past
7 years.
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We submit that the existing certification provisions of the act
should be amended to allow individual manufacturers to receive
exemptions from certification, and that specific and mandatory criteria
for decertification should be set forth.

CONCLUSION

In conclusion, we strongly urge that section 105 of HL.R. 11581 not
be enacted.
The CratraraN. Does that conclude your statement. Doctor ¢
Dr. Feexey. Yes,sir.
The Ciiarrymax. Mr. Younger?
Mr. Yooxcer. Yesterday I had a couple of questions in mind for
the pharmaceutical manufacturers, and I did not fully develop them.
When you have a drug that is in the stage of testing, do you have 3
a list of physicians to whom vou send these drugs? 4
Dr. Feexey. This obviously, sir, is something that is not pertinent '
to my testimony, but I have had a very close association with this :
problem. - ’ -
There is no set listing of physicians for evaliating a new drug. =
Each drug, whether it be an antibiotic or a drug for mental disease, 3
would have its own particular set of experts who are most competent
in the field.
We go to the leaders in medicine, the men with the greatest experi-
ence, the men with the greatest interest in advancing drug science, and
the men whom we believe to be the most competent in discharging
this responsibility. :
So there is no set listing. . 3
The industry selects and works in eoncert with the leaders in med- 4
icine in this country and throughout the world. 1
Thisis the policy.
Mr. Yorxeer, Do vou know of any manufacturer who pays a doctor
for conducting the testing ?
Dr. Frexey. In the sense that a manufacturer will supply certain
forms of financial support to such programs. this is not unusual.
For example, new drugs are oftentimes evaluated in hospitals. and
vou and I have read a great deal about the high cost of medical care.
saboratory tests that are required to be certain of the safety of the
drug are very expensive. The manufacturer assumes some of the fi-
nancial burdens that are involved in that aspect of obtaining drug
clearance.
But, in the sense that a reputable manufacturer is purchasing a
good report or a positive report, this, of course, is unheard of. It is
not done.
5 Mr. Yourxeer. I can understand how it would be natural to assume
{ the expences of lab tests, X-rays, and so forth, but do yon know of any

3 firms that actually pay the doctor personally for what work he does?
i Dr. Frexey. Not in the sense of the word as you mentioned it,
‘T Congressman.

The research program of a particular physician might be supported,
but, in the sense that his services are purchased, I am pot familiar
with anything of that type.

Mr. You~arr. Also in connection with this experimental work, is
there any other emoluments given by the manufacturer in connection
with testing that you know of ¢
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Dr. Feexey. No, sir; none that I know of.

In my experience—and I am certain that much of this has come
before the committee from other witnesses—the most satisfying part
of my responsibilities, and I think one of the msajor roles of my com-
pany, is the development of new drugs that are going to be of value
to humanity.

We embark upon it with that viewpoint: That we are going to do
something positive; that we are going to extend the lives of people who
are not even born; and there is so much yet to be done-—I do not know
how firmly the committee grasps that aspect of it—and we try to work
with clinicians and with outside researchers.

My company has about 1,200 people involved in research.

Qbviously, we cannot do the entire job curselves. We try to work
with men who are of a similar philosophy: That new drugs and the
search for useful new drugs is a challenging and an enreme{fy reward-
ing effort on our part, for me personally, for our company, and the
men we work with. )

My experience in a dozen years has been that this is actually the way
drug development is carried forward.

Mr. Youncer. In your experience, have you found any of the physi-
cians who charge for administering a test of drugs that are furnished
to them free, where the physician charges the patient?

Dr. Feexev. T have never lieard of that being doune, Congressman.

Mr. Youxaer. That isall, Mr. Chairman.

The Cramryax. Mr. Glenn?

AMr. Guexx. Doctor, on pages 3 and 4 of your statement you refer
to some new regulations by the FDA. Do these in any way have
anything to do with this bill which we are considering here today?

Dr. Frexey. 1 would like Myr. Hagan to answer that, Mr. Glenn, if
you do not mind.

Mr. Hacax. Mr. Glenn, just in that they would increase the cost
of certification, sir.

One of the proposals would increace certification fees by a flat 30
percent.

Another would subject the nonantibiotie, active components of drugs
which do contain a certifiable antibiotic drug as one of the other
componentsto the certification requirement.

The net effect would be to increzse the cost of certification, and
I think we can prediet that, since the fees of certification are intended
to cover all costs of the certification program, that the fees will be a
constantly increasing factor.

Mr. Grexx. But these regulations which you speak of are apt to
be placed on the industry by FDA, regardless of whether we pass
thisact. are thex not ?

Mr. Hicax. Yes,sir.

They have been pending for some time, however, without being
issued. up to now.

Mr. Grexx. Thank rou very much.

That i all, Mr. Chairman.

The Crrurymax, How extensive are those fees!?

Mr. Hacax, Well, we estimate that they would very nearly double
the present cost of certification, Mr. Harris.

The Cuairarax, That still wets me a little more confused.

You just now said that they would be 30 percent.
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Mr. Hagan. No.

One of the three pending proposals would be to increase the costs
30 percent.

Another proposal would subject the nonantibiotic components of a
drug that contains a certifiable antibiotic component to certification. ;

A third increases substantially the amount of testing and sample i
submission that has to be done. ;

The Caamyax. In other words, the cost of those which must be
certified now would be increased 30 percent?

Mr. Hacaw. Yes,sir.

The Cramaan. And to take in others that you do not have to cer-
tify now, would add to your cost ¥ 3

Mr. Haga~. That is correct.

The Cuairaax. Of course, if anything does not cost much, why,
30 percent does not amount to much.

Mr. Hacax. Thatisright.

The Cuairymax. The question is how extensive is this cost.

Mr. Hacax. We certainly do not urge the cost factor as the prime
reason for objecting to certification, Mr. Harris. We feel that it is
unnecessary and that any cost factor added by an unnecessary pro-
cedure should not be continued.

Dr. Feexey. We submit, Mr. Harris, that our scientific people and 5
those of the Food and Drug Administration might be better employed 2
in the search for new agents and for drugs that do not yet exist.

The Crzamys~. Do you know Dr. John L. Harvey !

Dr. Feexey. Yes,sir.

Mr. Hacax. Yes,sir. .
The Criamyiax. Are you familiar with the speech that Dr. Harvey E:
made to the American Bar Association meeting ¢ F
Mr. Hacax. Yes,sir. i
The Crirryax. Do you recall the statement he made with refer- .

ence to the reasonableness of the costs? ]

Mr. Hacax. I donotrecall it, Mr. Congressman, precisely. 3

The CuamryaN. Hestated:

Last calendar year certification of the antiblotics now subject to this control
cost on the average about one-twentieth of a cent per dose.

Mr. Hacaw. Yes,sir. ;

The Cramratax. Would yousay that would be about correct

Mr. Hagax. We have no knowledge of the cost per dose, Mr.
Harris. .

Qur point really is that the additional cost is merely one of the
reasons why we oppose extension of certification. During 1960
alone 150 man-vears of scientific personnel time was taken up by
the Food and Drug Administration in this endeavor. We submit
that in view of the scarcity of scientific talent, this scientific talent at
FDA could be put to better use. .

The Cniatratax. Do you contend that the five antibiotics that are
now required to be certified—1 believe that is true, is it not?

Mr. Hacax. Yes,sir.

f The Crnamxax. Do you content that they no Jonger need to be
bl certified ?
i Mr. Feexey. Yes, sir; we do. I have attempted today to create

! a picture for you of the devlopment of antibiotic production. If you
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recall, the urgency for penicillin for the Armed Forces during the
war meant that every batch of penicillin that was manufactured,
if possible, had to be put into a vial for use by the military; that
these were totally new agents at that point in time; and the stand-
ards and methods for control were evolving during the course of
time that penicillin was being actually distributed to the Armed
Forces.

We have long gone past that point.

Antibiotics today are chemicals in the strictest sense of the word.

‘We would no more consider extending, I do not believe, the certifi-
cation provisions to any of the drugs that are used in this country,
nor would we propose to certify chemicals that go into foods, nor
would we propose to certify a monomer or polymer that goes into a
man’s coat.

The antibiotics are chemicals. Their manufacture is thoroughly
understood.

Antibiotic production can be readily controlled just as any of the
other chemical processes run by a reputable manufacturer.

The CuamraaN. Now, what is required with reference to certifica-
tion of streptomycin, for examplet

Dr. Feexney. We are still required to submit all batches of strepto-
mycin that are manufactured.

The CuamamaN. What is a “batch”$

Dr. Feexey. A batch will vary, sir. It depends upon the size of the
reaction vessels and the fermenter. It could be 500 kilos. It could
be 1,000 pounds. It could be 10 pounds.

It will depend upon the production operation, but, generally, it is a
very substantial amount of antibiotic. A thousand pounds would not
be unusual.

The Cramyax. And under present law you have to provide a
sample for these five?

Dr. Feexey. We provide a sample to the Food and Drug Adminis-
tration.

The Cuamarax. What do they do with it?

Dr. Feexey. They proceed, among other things, to conduct certain
Ssts. They show that the sample is streptomycin and not something

se.

They show that it is biologically active; that it is an antiblotic.

They show that it is pure in the sense that it meets certain standards
which relate to it as a chemical.

In the case of streptomycin they show that it is sterile; that it does
not contain micro-organisms that would make it impossible to inject it.

Thev show that it does not contain pyrogens, which are things that
cause fever in human beings, and they conduct a whole battery of tests.

We deliver a sample of streptomycin to the Food and Drug Admin-
istration, for example, within a matter of hours after we manufacture
it.

We then hold the batch in quarantine, which means that we do
nothing with it pending completion of our own tests and Food and
Drug tests.

At the earliest possible date we start a whole battery of tests of our
own which include those being run by the Food and Drug Adminis-
tration, and in the case of Pfizer we go substantially further in making
certain that the material lives up to our own internal standards.
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At the end—and this bears on our inventory considerations—at the
end of a definite point in time the Food and Drug has completed their
tests; we have completed ours; and, as in the case of our. statement,
only 22 times last year out of 16,000-0dd batches that were submitted,
was there any reason for the Food and Drug not to pass on the lot
that was submitted.

I believe I also made the point that since the manufacturer submits
the antibiotic well in advance of his own tests, probably in all 22 of
those cases, and we are not privy to the information that is involved,
all 22 of those cases, or in the great majority of them, the antibiotic
would not have been released by the manufacturer.

The manufacturer would have completed his own tests and decided
that the antibiotic should be returned for further purification, if that
were the issue involved.

The CuarrMaN. Now, those that you do not have to submit for
certification, do you occasionally find a batch that you have to turn
down ¢

Dr. Feexey. We have our own internal control, and we do, upon
occasion, find a batch that does not live up to the standards of our
organization.

The Crarratax. And vou take it back and redo it?

Dr. Feexey. We do not let it out of the company. Tt is reprocessed
. or destroyed or whatever is done, as is indicated by the deficiency in
t the lot.

I wanted to convey to you., Mr. Chairman, that the variations in
antibiotic manufacture are no different today than the variations in
the manufacture of almost any other chemical.

We have heard so much of the miracle drugs and the magic of their
production by micro-organisms and the development of this tech-
nology in dpproximately the Jast 20 years that we tend to think of
these agents as something set apart, and the current state of the
science and the manufacturing art is such that that is not the case.

We have not, to the best of my knowledge, for example, in the case
of Terramycin, an antibiotic which we diccovered and which we
produce in enormous quantities, we have not had any instance in which
a lot or a dosage form of Terramycin has been distributed to the
medical profession anvwhere in the world in which—and thisisto the
best of mv knowledae and T believe T am correct—in which there has
been anvthing wrong with the antibiotic.

The Criammviax. Terramyein is an antibiotic?

Dr. Frrxer. Tt is an antibiotie, sir, yes.

The Cramaran. Is it a drug?

Dr. Frexey. It 3s a drug in the sen<e of the law, yes.

The Ciamryax. In other words, you have to get

Dr. Frexry. Terramycin was cleared under the new drug procedure
of the act.

The Cirunvax. You have to clear it with the Food and Drug
Administration as to its effectiveness and safety? )

Drv. Frexev. Yes, sir.  This was done. The drug was cleared in
1949 and 1950,

The Criamryax. And your reasoning is that since you have it cleared
ias s:;f;*, there is wasted motjon in getting these certifications on the
rateh !
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Dr. Feexey. We can see nothing useful to be gained by reclearance
of the antibiotics that have been cleared under the new drug procedure.

The Cusaman. It appears to me that the ones that you are having
to obtain certification on ought to be relieved from this procedure or
else the rest of the antibiotics should be bronght under the law.

Dr. Feexey. It would appear, Congressman, that there 1s an incon-
sistency here. . . .

There is no doubt in my mind that there is no need for certification
of antibiotics in this day.and age. )

The Crarryan. While we are talking about this, we have heard
so much on the subject of efficacy, and we have had Webster’s
definition.

We have had the definition of this ope, that one, and the other
one.

We have had a lot of argument around here as to using the term
and what effect it would have. ) .

Now, you are a highly competent, well-qualified and experienced
individual, T assume. I do not say that to pat you on the back, but
T say it because you so impress me. . o

What is your definition of the meaning of “efficacy” and how js it
different from the meaning of the word “effectiveness™?

Dr. Feexer. Mr. Harris, you back roe into a corner.

The Ciuamyax. I know what people do when they get in a corner.

Dr. Frexey. I am impressed with the multiple interpretations of
the English language.

In the last several days I have had an opportunity to marvel at the
way it is used by lawyers, and I am a scientist.

Although there are some gray areas in science, most things are black
and white.

1 was mo¢t impressed vesterday with Dr. Klumpp's statement, and
it 1s the one that I subseribe to.

He attempted separately to define both terms, and I am in agree-
ment largely with the way he handled the matter. I would say,
thongh, that, in short, it is what the manufacturer claims for the drug.

The Cuamyax. I would assnme from that, after having listened
to these lawyvers, that what the industry is disturbed over now, and as
1t nas in 1951 and 1952, is how the agency will construe the meaning
of the word “efficacy.” Isthat the real problem

Dr. Feexey. I would say that that is at the heart of the discussion
for the Jast several days.

The Ciairvax. The witness this morning, I believe, used the
phrace—T have to paraphrase it, T do not know that I could quote it
verbatim, but he used the phrase that efficacy was the extent of the
eflectiveness.

That gave me the impression that the true meaning of the term
must be about the same.

Dr. Feesey. There is another approach to this, Mr. Congressman.

I told you that I was a Ph. D. in organie chemistry, and everything
is either black or white in organic chemistry. It ’is a pretty exact
science. 1 do not think the word “science” in Webster's dictionary
allows for inexactness, but if you have been as close as I have been
to medicine for the last dozen years, you become enormously
impressed with the fact that some aspects of medicine and the practice
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of medicine and the effects of drugs upon hiuman beings are so highly
variable that you will find a very wide difference of opmion among
physicians as to whether drugs act on certaip patients under certain
circumstances. o

One witness here yesterday, as I recall, said that he was concerned
as to what kind of drugs were effective i rheumatoid arthritis, and
another witness said categorically that steroids did one thing, and
phenylbutazone did another thing, and aspirin did something else.

Within my own experience I have seen this. There is a vide .
difference in medical opinion on this matter. Medicine is not an exact
science. If it were, there would be no need to argue about the English
language. i

The Cuarrmax. Well, of course, as 2 layraan and one who does not
claim to have any knowledge of these subjects except as a layman -
would have know{edge, it seerns to me the answer is that a particular
drug or antibiotic would have different effects on individuals.

Now, the makeup of the individual human being is such that I do
not think you could expect aspirin, for example, to have identically
the same effect on one person as it would have on another person.

Mr. Scarnck. Will the chairman yield )

The Cramratan. When you can discover the makeup of all 3 billion
people in the world, then you will have this thing w ipged. 5

Mr. Screxcg. Some people are allergic to aspirin and to a lot of
other drugs, so 1t does affect various individuals differently, and even
the same people at different times.

The Crairyax. A Member of Congress just told me only yesterday
abont a person that is very close to his family who developed a ring-
ing in the ears, and, after a rather estensive examination, it was
found that he had been taking too many aspirin.

I never heard of it before, but that is what I was told by a Member
who seemed to know what he was talking about.

That is not going to keep me from taking aspirin if T think I need
it sometime, but it does point up this problem.

In fact, I know the first time that I had penicillin administered to
me, I had a violent reactiontoit.

I did not know what was wrong with me.

But another doctor, in another town where I happened to be at
that time, asked me if I had recently had penicillin, and T told him,
yes, 3 days ago.

So he had to go back to find out from the same doctor what to do
to treat it. That has been a good many years ago. Since then I have
had any number of penicillin shots but no reaction.

Whether I became immune to it, I do not know.

But thogse are the things that do worry me about submitting to the
final decision of any one individual, as was mentioned here yesterday,
about the use of these drugs. 1 am old fashioned enough to believe
that a doctor who has administered to a particular patient over the
. years probably knows more about what to do than anybody else.

» Mr. Thomson, I have used all your time, I am afraid.

Mr. Troyson. It has been very interesting. I have no questions.
The Crarryax. Thank you very much.

Dr. Feexer. Thank you, sir.
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{The following information was submitted by Chas. Pfizer and
Co., Inc.:)

ExTENSION OF CERTIFICATION TO ALL ANTIBIOTICS—SUGGESTED MODIFICATIONS

Extension of certification to include the many hundreds of buman and veteri-
nary dosage forms containing presently uncertified antibiotics will be productive
of serious difficulties and confusion.

Requests for regulations permitting certification, or exemption from certifi-
cation for all these dosage forms, will have to be submitted to FDA. This will
need to be done even though virtually a1l of these drugs have previously been
cleared by FDA under the new drug procedures. .

In effect, FDA will rereview all of the clearances for these products which
it has given over the last 13 years, and it will have the power to change its
mind as to whether to permit the labeling for such products to bear any or all
of the already accepted recommendations for use. If all antibiotics are to be
subjected to certification, the following two modifications are proposed in an
attempt to minimize the difficulties and inequities which will likely result:

First: Section 105 of H.R. 11581 should be amended to zdd the following
new subsection to section 507 of the Food, Drug, and Cosmetic Act:

“As 2 requirement for issuance of a regulation providing for certification, or
exemption from certification, for any drug as to which & new drug application,
or supplement thereto, was in effect at any time prior to enactment of this Act,
and has not been withdrawn or suspended pursuant to section 503(e) of the
Act, the Secretary shall not require submission of efficacy data with respect to
any indications for use contained in labeling which was a part of such new
drug application, or supplement thereto.”

Second: The extension should be confined to drugs for human use, and should
not include veterinary drugs and drugs for use in animal feeds.

REASOXN8 FOR THE “FIRST” §UGGESTED MODIFICATION

The vast majority of the hundreds of dosage forms which would become
snbject to certification as the result of enactment of H.R. 11581 have been, as
beforementioned, already cleared by FDA under the new drug procedures
Unless a modification of the type proposed above is adopted, before FDA will
issue regulations providing for the certification of each of these dosage forms,
§t will rereview the efficacy data bearing on each of tbe indications for use
contaiped in their labeling.

This rereview will be made by a different division at FDA (and hence by
different individuals) than the one which reviewed and cleared the pew drug
applications for these products. Since “efficacy” is a matter upon which equally
competent authorities will frequently disagree, there is a real likelihood that,
as 2 result of this rereview, some, or perhaps many previously accepted (by
FDA and the medical and veterinary professions) uses for such drogs will be
prohibited. At the very least, there will be prolonged delays while the Antl-
biotics Division rereviews the massive amounts of efScacy data available on
these many bundreds of dosage forms, which data has already been reviewed
and found acceptable by the New Drug Division.

The Senate has just considered the problems which “reclearance” by FDA
would create for “new drugs” as tbe resuolt of the “efficacy” provisions in 8. 1552,
Unfortunately, it did not consider the fact that the presently noncertied anti-
biotics would encounter the same problems as the result of extension of certifica-
tion. To resolve such problems for “new drugs,” the Senate bill (S. 1532)
contains in section 8(g) (3) provisions which, in their essence, are the same
as the “first” proposed modification set forth above.

The report of the Senate Judiciary Committee (on p. 7) contains the following
explanation of section 8(g) (3) :

Under the amendment, a drug which is on the market and bas gone through
the new-drug procedure would not have 1o be resubmitted for clearance of exist-
ing label clains with respect to effectiveness of the drug unless approval of the
pew drug is withdrawn or suspended under the act or unless an amendment or
supplement to the effectine new-drug application is filed (in which event only
the « hanged labeling would be reevaluated).”

Tbe “first” proposed modification set forth above seeks to accomplish the same
equitable result

88589-062—-28
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REABONS FOB THE “SECOND" BUGGEBTED MODIFICATION \

The main reason which bas been advanced by the Government for extension

of certification to all antibiotics is that this extreme form of governmental con-
trol is justified because these drugs are more often used against life-threatening
infections in man than other drugs. While industry disputes the validity of this
Justification even as to infestious diseases of man, it is submitted that the fact
that antibiotics are sometimes used against life-threatening infections of animals
clearly is not of sufficient magnitude to justify such control over antibiotics for
animal use.

The existing situation with re<pect to obtaining FDA clearance to market
veterinary drugs or drugs for animal feeds is highly unsatisfactory because it
is frequently necessary to obtain clearance for such drugs under both the food
additives amendment and either the new drug or antibiotic certification pro-
cedures. This situation has become so burdensome and confusing that the Ani-
mal Health Institute has proposed legislation which would establish separate
FDA cearance procedures for drugs for animai use. Extension of certification
to all veterinary drugs and animal feeds containing presently uncertified anti-
biotics would compound the existing problems in this area.

The problems discussed above are particularly acute in the case of drugs used
in feeds. To extend the antibiotic certification provisions to all antibiotics so
used would accomplish no worthwhile purpose whatsoever since it is entirely
impractical to certifv each batch of such feeds. Three of the currently certi-
fiable antibiotics are widely used in feeds, and FDA, so far as we are aware, has
certified no batches of such feeds. Instead it has issued a maze of “‘exemp-
tions™ from certification. This means that the degree of governmental control
over feeds containing certifiable antibiotics is no greater than in the case of feeds
containing uncertitiable antibiotics (although in both cases the degree of control
is more than adequate).

Because of practical eonsiderations, moreover, if the certification procedures
are extended to all other antibiotics u<ed 1n feeds, it is virtually certain that such
feeds will also be marketed under exemptions from certification. Howerver, be-
fore such exemptions are granted a wholly unnecessary, wasteful, and time-
consuming reclearance of each of the antibiotic feed uses will presumably be
required in spite of the fact that virtually all of such uses were previously cleared
under the new drug procedures.

No logical reason has been presented by the Government for extension of cer-
tification to antibiotics used in veterinary drugs and animal feeds. The degree
of governmental control presently provided over such drugs by the Food, Drug,
and Cosmetic Act (including the food additive and new drug provisions) exceeds
the control provided over any other products subject to that act. Extension of
certification to all antibiotics used in such products is totally unpecessary and
would create extreme confusion, burdens, and delay.

CHas. Prizes & Co., INcC.

The Crratryax. Mr. Franklin M. Depew. We are glad to have
with us, Mr. Depew, and we will be glad to have your statement.

STATEMENRT OF FRANKLIN M. DEPEW, CHAIRMAN, F00D, DRUG,
COSMETIC SECTION, NEW YORK STATE BAR ASSOCIATION

Mr. Dernw. Thank you very much.

Mr. Chairman and members of the committee, my name is Franklin
M. Depew of 205 East 42d Street, New York City 17, N.Y. I am
a member of the bar of the State of New York and chairman of the
section of food, drug, and cosmetic law of the New York State Bar
Ascociation. This section was the first organization of lawyers prac-
ticing throughout the country in the food. drug, and cosmetic field,
and its members represent most of the major companies engaged
in the manufacture of food. drugs, and cosmetics.

The exccutive commitee of the section has autliorized me to appear
in support of the view that the inspection provisions of section 704
of the Food, Drug, and Cosmetic Act, should be retained without

e i B



' r b, DI ‘OSME lCACT
vOL. 21 LEGISLATIVE HISTORY OF THE FOOD, DRUG & COSMET

DRUG INDUSTRY ACT OF 1962 427

change on the ground that no need has been demonstrated for the
proposed expansion of authority as contained in section 201 of H.R.
11581.

This committee has approved the statement which I am sbout to
make.

" On March 15, 1962, President Kennedy in his special message to
Congress on consumer protection stated that an uncooperative small
minority can engage in a game of hide-and-seek with the Govern-
ment in order to avoid inspection. The proposal is, therefore, ap- -
parently directed against an uncooperative small minority, yet, these
are exactly the businesses that would be least likely to maintain ade-
quate or accurate records. Thus, the privacy of the great majority
of respectable businessmen is to be prejudicially invaded because of
the msbehavior of a very small minority.

It cannot be too strongly stated that inspection of these factories
as provided by this section, by outsiders, can expose to the world
trade secrets, know-how, and other confidential information. This
technology 1s, in the truest sense, the property of its owners. Fre-
quently, 1t constitutes the element of greatest value—in economic
and competitive terms in the manufacture of a product. To subject
such technology to outside inspection exposes it to possible dedication
to the public domain.

Of course, we are aware that FDA inspectors are subject to in-
junctions of secrecy. But that is no assurance to business corpora-
tions who guard their technology under the most elaborate security
precautions. Yesterday’s government official is tomorrow’s private
employee. Proof of unlawful disclosure is difficult. Surely these
risks are not outweighted by the administrative inconvenience to
which FDA may be put absent the powers granted in section 201 of
H.R. 11581.

In concluding T would say that we in the section have the very
highest regard for this great public agency, the Food and Drug
Administration.

We do feel that, rather than a new law, they might possibly have
endeavored to work out a better working relationship with industry
with regard to these factory inspections.

Their inspectors, after all, are not administrative people or even
trained in this field, and they have never attempted to demonstrate
why disclosure would further the remedial purposes of the law.

We strongly urge your sympathetic consideration of this viewpoint.

Thank you.

The Criamrman. Thank you, Mr. Depew, for your statement which
the committee is glad to have.

Mr. Schenck observes from your statement, “yvesterday’s govern-
ment official is tomorrow’s private employee,” fhat it might have
some bearing on the election.

Mr. Derrw. Well, it could have.

The Criarraran. Jtisentirely possible.

Mr. Derew. That is very true.

The Criatryax. Mr. Roberts, any questions

Mr. Ronerts. No questions.

The Ciamyrax. Mr. Schenck, T will give vou your chance.

My, Senever. Mr. Chairman, I would like to commend Mr. Depew
for his concise and well-developed statement.
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Mr. Derew. Thank you.

Mr. Scuexck. Expressing his point of view, and to also note that
it may or not be significant, but your first name is Franklin rather
than (ghau.noey.

That 1s all, Mr. Chairman.

The Cuamymax. Thank you very much, sir. We are delighted to
have you with us.

Mr. Depew. Thank you. I appreciate the opportunity to be here.

The Crarryrax. The Chair would like to inquire if there is any
other witness here who is scheduled to testify tomorrow, who would
like to testify today. .

This completes the witnesses scheduled for today. The committes
will adjourn until 10 o’clock in the morning.

(Whereupon, at 2:45 p.m., the hearing was adjourned, to recon-
vene at 10 a.m., Wednesday, August 22, 1962.)
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