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- House oF REPRESENTATIVES,
ComMITTEE ON INTERSTATE AND FOREIGN COMMERCE,
T Washington, D.C.
The committee met, pursuant to recess, at 10:10 a.m., in room
1334, New House Office Building, Hon. Oren Harris (chairman of the
committee) p(esidin'lﬁ:
T"\n r‘nAID\‘Ax. o f~nIn

A JIC i ALRaA A PRilavt tiiity

mittos Wl!l come to ordar

, DRUG INDUSTRY ACT OF 1962

Today we resume the hearings on drug legislation and we expect to
continue for the rest of this week until we have completed the hearings.

It will be our purpose to try to hear evervone who desires to appear
and present information and testimony on this legislation.

I might remind everyone that the committee at this time will limit
its consideration to the bill H.R. 11581.

It will be recalled that I introduced this proposal at the request
of the administration and at the same time I introc{):ced the companion
bill, H.R. 11382, devoted primarily to cosmetic and therapeutic
devices.

H.R. 11582 will not be pursued at this time because it is the desire
of the committee to give full time and attention to the proposed drug
bill. There has been some question as to the effect FL.R. 11581
would have on the food industry. e have already held some hear-
ingson that phase of the legislation.

The Chair does not feel it would be his responsibility to separate it at
this stage of the hearings. It will be up to the committee to determine
what it wishes to do in consideration of that phase of the proposal
when the hearings are concluded.

These hearings were suspended some time ago in order that the com-
mittee could go Into another important subject proposed by the admin-
istration, transportation legislation which required the attention of
the committee.

At that time, I might say in all frankness, the long consideration
; that had been given by the other body of drug amendments seemed to
have reached a point where it was doubtful that any formal action
would be taken.

However, with recent events and reports that I have received, it is
rather apparent that determined efforts should be made to get a bill.

In view of the changed events, I thought it was important for these
hearings to be held this week.

I would also like to say to my colleagues 1 regret the fact that we
seem to have been caught with the hearings this week, when the House
1s virtually in recess. Other Members of the House have been per-
mitted to leave Washington and return to their districts.
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However, since these hearings had been announced more than 2
weeks ago and so many people would again be inconvenienced if we
did not go ahead, and since it would further delay the consideration of
the bill after the brief recess, I decided that this was the most appro-
priate action that we should take.

I am sure my colleagues will understand the decision in this matter,
and I think it is commendable that so many members decided to re-
main here this week and participate in these hearings. 1 personally
want to think these members forat. - )

As I have stated publicly, it is my hope and desire that those who
will participate in the bearings during the week will keep in mind not
only the letter of the Legislative Reorganization Act of 1946, which
is the procedure that guides hearin%{s, and the rules of the House, but
the spirit of that provision will be kept in mind.

I do not want to limit any witness. We have never pursued a
course yet of limiting witnesses, but I might say I do not propose to
sit during these hearings and listen to unusually long and repetitious
statements.

T hope that will be kept in mind by everyone, with a full under-
standing of what we propose to do. We want to make a good record,
a full and complete record, and the committee, I am sure, will help do
that.

It will be recalled that we held 4 days of hearings in .June. The
committee received the cooperation from a nwnber of witnesses, in
addition to those representing the administration and the agencies
involved. Since this natter has narrowed down to one bill. we should
continue the hearings in an effort to develop the best possible record
for the objectives sought.

Today we have the Pharmaceutical Manufacturers Association.
There will be a number of witnesses representing that association,
because that industry is primarily aflected, along with the general
public. There will be some others representing other phases of the
industry.

The first witness this morning will be Mr. Eugene Beesley, who will
present the general position of the Pharmaceutical Manufacturers
Association on this legislation. -

Mr. Beesley, we will be glad to have your testimony.

STATEMENRT OF EUGENE N. BEESLEY, PRESIDENT OF ELI LILLY &
€0.,, AND CHAIRMAN OF THE BOARD OF DIRECTORS OF THE
PHARMACEUTICAL MANUFACTURERS ASSOCIATION; ACCOM-
PANIED BY LLOYD CUTLER, ESQ, OF WILMER, CUTLER &
PICKERING ’ ;

Mr. Beescey. Thank you, Mr. Chairman.

I am Eugene N. Beeslev, president of Eli Lilly & Co., of Indian-
apolis, a manufacturer of prescription medicines since 1876. T am
testifying today as chairman of the board of the Pharmaceutical
Manufacturers Association, whose 140 member companies produce
more than 90 percent of the prescription drugs used in this country.

Recent tragic events involving a drug developed abroad have re-
minded all of us of the need for meticulous care in the introduction
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and use of today’s complex new medicines. It should reassure the

American people that Congress, the executive branch of Government,

and the pharmaceutical in%flstry are constantly examining the many

iﬁfeguar already in effect and searching for ways to strengthen
em. :

The fact is that safety checks on drugs have long been more effec-
tive in the United States than anywhere else in the world. But our
job is to make certain that these safeguards are improved whenever
possible and that we push on Vigorouﬁy to fill present gaps in scien-
tific knowledge, so that we can predict more accurately and completely
the effects of new medical compounds on man.

Our association has already asked for stronger regulations govern-
ing our industry. It has supported measures to strengthen the food
and drug laws in ways that will further the public health. We have
opposed only those proposed measures which, in our judgment, would

impair the ability of our industry to serve the public. We outlined -

our views to Congress in hearings before the Antitrust and Monopoly
Subcommittee of the Senate Judiciary Committee in December 1961.
The chairman of the subcommittee, Senator Kefauver, characterized
our proposals at that time as “important steps forward,” represcnting
“industrial statesmanship of a high order.”

We support 2 number of objectives which certain provisions of H.R.
11581 ami) the revised Senate bill S. 1552 are intended to achieve.
We believe that these pravisions modified to provide appropriate
r;;:‘ocedural safeguards and prevent unnecsssary overregulation would

in the public interest.

All of us should be aware of one danger. In the emotional atmos-
phere which surrounds drugs today, there will undoubtedly be pre-
sure from some for hastily conceived action which oouldV pnxfuce
more harm than good. The Congress and the administration must
be careful not to let the pendulum swing too far. Unnecessary reg-
ulation can weaken and even destroy an industry which has been in-
ventive and productive for the public good. e believe that this
committee, with its long experience in complex health matters, will
give new legislation the careful attention it deserves.

In these introductory remarks I shall briefly mention some basic
principles which we hope will guide Congress as it considers new
drug legislation. I shall also outline our recommendations in a very
general way.

The other pharmaceutical industry witnesses who are here with
me will discuss in detail the many complex provisions of proposed
legislation. The committee has been supplied with a list of our wit-
nesses and the sect.ons of H.R. 1581 each will discuss.

HEALTH PROGRESS IN THE UNITED STATES

As we sit here today, we should not forget for one moment the tre-
mendous advauces that have been made in this country in the develop-
ment of lifesaving medicines. Let us recall some startling facts:

About 4.5 million Americans are alive today who would be
dead if the mortality rate of 25 years ago still prevailed.

Trwenty-three years have been addeg to the lifespan of the
average American since the turn of the century.
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_Since 1944 the death rate from influenza has dropped 90 per-
cent; the rate from tuberculosis, 83 percent; acute rheumatic
fever, 83 percent; syphilis, 79 percent.

The death rate among mothers in childbirth has declined by
over 90 percent since 1940. The infant mortality rate has been
cut almost in half.

The United States has made more important drug discoveries
in the last two decades than all the rest of the world combined,
and seven times as many as the next leading country.

Since 1949 the U.S. pharmaceutical industry has increased its
own annual research and development expenditures for human
medicines by more than 600 percent, from $34 million to almost
$248 million. The percent of income invested in research and
development by producers of medicines is almost three times the
average for all industry.

The Ciamatax. Are you giving that on an annual basisf?

Mr. Beestey. Yes, I am, %Ir. Chairman.

The health professions as a whole are responsible for this hearten-
ing progress of man against disease, and prescription drugs have
played a vital part.

GUIDELINES FOR NEW LEGISLATION

I hope we agree, therefore, that concern for the public health is
to be the overriding element in considering new legislation. If a
proposal serves to advance the health of the American people, it
should be enacted; if not, it should be rejected.

In this respect, the Government has certain responsibilities.
These are to approve the manufacturer's standards for production
and quality of medicines; to conduct thorough inspections to insure
adherence to these standards: and to punish those who ignore such
standards. These are vital functions.

Industry, too, has vital responsibilities: To invest in a broad scien-
tific search for new and improved medicines; to conduct thorough
trials of new compounds to prove their safety and value before they
are introduced; to establish and maintain proper quality controls at
every step of manufacturing; to make medicines available wherever
they are needed; and to maintain a constant flow of accurate and
comprehensive scientific information about its products to the medical
profession.

While Government regulation can prevent distribution of medi-
cines which are below acceptable standards, no amount of regulation
can, in itself, produce a safe and effective medicine. Safety and ef-
fectiveness must be built into a drug in the first place by the pains-
taking, step»by-steg production and testing processes of the manu-
facturer. As members of this committee lrnow. many producers of
medicines strive for standards of excellence far higher than any
which might be imposed by Government.

Moreover, Govermment regulation in itself can never create lifesav-
ing drugs. This. too, depends in large measure upon the initiative
and enterprise of industry.

It is important to public health, therefore, that Government regu-
lations should not hamstring the medical advances produced by the
industry. Disease and death can result from unnecessary delay in
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permitting a lifesaving drug to reach the public, just as surely as they
can result from inadcquate Government regulation.

Let me illustrate. Penicillin has saved thousands of lives—perhaps
hundreds of thousands—since it first became available. But penicil-
lin can also cause loss of life or serious injury to a relatively few be-
cause of allergic reactions. However, if overcautious and restrictive
Government regulation had blocked its testing and introduction 20
years ago, some lives would have been saved while a multitude of
other lives would have been lost. ]

I am simply emphasizing, therefore, that the regulatory action of
Government and the creativity, competitive initiative, and ultimate
responsibility of industry both make very valuable contributions to
public health. Public health will suffer 1f we concentrate on either
factor alone and neglect or retard the other. Sound legislation in
the public interest thus requires a wise and careful balancing of Gov-
ernment controls with private freedoms and responsibilities.

RECOMMENDATIONS OF THE PHARMACEUTICAL MANUFACTURERS
ASSOCIATION

In arriving at our recommendations on new legislation, we have
tried to reach a wise balancing of all such considerations. Qur ob-
jective has been to make possible the maximum contribution by both
Government and industry in carrying out their respective respon-
sibilities to protect and advance the public health.

Let me point out—before outlining our position—that many of
the provisions of H.R. 11581 do not vest new power in the Food
and Drug Administration. Rather, they clarify and, in some in-
stances, enlarge and strengthen existing powers.

For instance, the effectiveness of drugs is already assessed by the
FDA in passing on new drug applications and labeling claims. ~ Ex-
perience has shown that under existing law the FDA can and does
take the time needed to carefully evaluate new drug applications.
Drug producers today maintain records for FDA inspection. FDA
can remove unsafe drugs from the market and, through labeling
requireinents, can protect the public from unjustified claims of effec-
tiveness. The FDA already reviews and passes on manufacturing
and control procedures for new drugs. Under present law, false drug
advertising 1s illegal. .

Although it seems evident that FDA already has substantial author-
ity in the areas covered in H.R. 11581, we endorse the following basic
concepts of the bill in the belief that public health protection will be
strengthened :

1. Before introducing a new drug, the manufacturer should be re-

uired not only to show the Food and Drug Administration that the
grug is safe but also to present substantial evidence that it is effective
in producing the results claimed. —

2. FDA must have ample time to consider the safety and effective-
ness of new drugs before they are introduced—but unnecessary de-
laxs in permitting valuable new medicines to reach the public must
be avoided.

3. Manufacturers should be required to maintain records of expe-
rience with new drugs and other information bearing materially on
safety and effectiveness and to make such information available to

the FDA.
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4. The FDA should have authority, after a hearing, to withdraw a
new drug from the market if in the light of new evidence it is not
shown to be safe or if there is a lack of substantial evidence that it
has the effects claimed for it.

5. The inspection powers of FDA should be broadened to cover all
]facilities, controls, and records materially bearing on violations of the

aw. )

6. FDA should be authorized to remove any drug frém the market
if the facilities or controls used in its manufacture are inadequate to
assure the claimed identity, strength, guality, and purity.

7. A special program of controls and recordkeeping should be en-
acted to prevent illicit distribution of barbiturates and ampheta-
mines.

8. FDA should be given standby authority, after a hearing, to des-
ignate an official, or generic, name for a new drug if a suita%?le name
does not result from the existing voluntary pr ures.

Furthermore, we believe that the public interest will be served if
Congress goes even further than the present bill stipulates. Spe-
cifically, we propose that:

All manufacturers of drugs be required to register with the
Food and Drug Administration, identifying their plants and
their products to the agency responsible for inspecting and regu-
lating their operations.

All manufacturers of drugs be subjected to mandatory in-
spection by FDA at Jeast once every 2 years—and more frequently
if unsatisfactory conditions make this advisable.

FDA’s ability to deal with the serious health hazard of drug
counterfeiting—the production and sale of drugs by fly-by-night
operators who pass off their merchandise as the products of rep-
utable mgnufacturers—be strengthened by including provisions
specifically penalizing drug counterfeiters.

Additional and adequate funds be allocated to FDA. While
we recognize that appropriations are not in the special province
of this committee, it seems to us extremely important that FDA
should be provided the necessary substantial expansion of staff,
facilities, and funds to enable it to carry out effectively these
broadened responsiiblities.

There are certain provisions of H.R. 11381 which we oppose because,
in our opinion. they would be detrimental to health progress. These
include the unnecessary extension of cumbersome andpexpensive batch
certification to all antibioties; proposed regulations aflecting biological
drugs which would, without benefiting the public, add to the already
complex and overlapping Government controls over biologicals; un-
realistic requirements to present a complete drug treatise in each
medical journal advertisement; and the provision authorizing the
Secretary to withdvaw a drug from the market before any hearing,
without so much as prior notice to, and concultation with, the manu-
facturer. With respect to this last provision, we certainly agree
that an unsafe drug should be promptly forced off the market if not
removed voluntarily by the manufacturer—but the Secretary already
has ample power for this purpose.

The program of legislation which we recommend will, we are
confident, significantly strengthen public health protection. It will
also preserve the opportunity for industry scientists to make their
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own distinctive contributions to medical science. There are desirable
changes in the legislative language of H.R. 11581 which need careful
attention, and these will be discussed in detail by witnesses who foilow
me.

In concluding, Mr. Chairman, let us all be reminded that many of

our health problems stem not from any inadequacy of law or law

enforcement but from the limitations of pmsenil scientific knowledge
of complex life processes and the ways in which drugs may affect them.

To add yet another scientific task force to help solve this basic
problem, the-Pharmaceutical Manufacturers Association has recently
established a Commission on Drug Safety, composed of distinguished
scientists. The commission will review tKe scientific information now
available, and research being conducted, in an attempt to extend
the frontiers of knowledge in the field of drug testing.

The chairman of the commission is Lowell T. Coggeshall, M.D,, a
former Assistant Secretary for Medical Affairs in the Department of
Health, Education, and Welfare. For many years he has directed
medical activities and biological sciences for the University of Chieago.
A list of the commission’s meinbers is attached to my statement.

However broad our. present kmowledge, ahead of us lies always the
great unknown. We must move constantly forward toward under-
standing of the mysteries of life and life processes.

Our industry will continue to discharge, to the very best of its
abilities, its responsibilities in research and production and wide-
spread distribution of medicines that can save human lives and relieve
human suffering. With your help, regulatory functions of Govern-
ment can be strengthened to the same ends—and in such a way, we
hope, that this Nation's leadership in medical affairs throughout the
world can be maintained. Through dedicated effort on the part of
all of us this Nation certainly can move forward to standards of
health as yet undreamed of.

The Cramaax. Mr. Beesley, I notice you have attached to your
statement a brief statement of your own educational training, back-
ground, and experience.

Mr. BeesLey. Yes.

The Cramyax, This will be included in the record, together with
the names and brief statement of each of the members of the Commis-
sion on Drug Safety.

{The documents referred to are as follows:)

Eucere N. BEEsSLEY

Eugene N. Beesley, who is serving a second term as chairman of the board
of directors of the Pharmaceutical Manufacturers Association, is president of
Eli Lilly & Co. Born January 29, 1909, in Thoratown, Ind., he was graduated
from Thorntown High School in 1925 and received a bachelor of arts degree
from Wabash College in 1929. Later he attended law school at night and in
1943 received a bachelor of laws degree from the Indiana University Law
School.

Beesler joined Lilly in June 1929. After several assignments as a salesman
and as a district manager, he returned to the home office in 1941. In the follow-
ing vears he held executive positions in the fields of personnel, sales, and ad-
ministration and was elected president of Eli Lilly & Co. in April 1953. He
is the fifth president of the 56-year-old firm and the first president from outside
the Lilly family.

In addition to serving on Eli Lilly & Co.'s board of directors, Beesley is chair-
man of the board of Eli Lilly International Corp. and a8 member of the boards
of eight other Lilly subsidiaries in foreign fields. He is vice president and a
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director of Lilly Endowment, Inc. He i3 also director ‘of the United Fund of
Greater Indianapolis, Inc, and the American Fletcher National Bank & Trust
Co., Indianapolis.

He i< a board member of the National Industrial Conference Board; a trustee
of the National Fund for Medical Education, and the National Fund for Grad-
uvate Nursing Education ; a director of the Radie Free Europe Fund. the American
Arbitration Association, and the United States Rubber Co.; and chairman of
the executive committee of the board of trustees of Wabash College. He is
also a wember of the American Pharmaceutical Association, the Indiana Pharma-
ceutical Association, the United States Committee of the World Medical As-
sociation, the American Bar Association, and the Indiana Bar Association.

DePauw University has conferred upon him an hounorary doctor of law»
degree: the University of Toledo, an hovorary doctor of science degree; and
Wabash College, an honorary doctor of laws degree.

He is married to the former Marian Crehore, of Elyria, Ohio. - They ara
parents of two children : Mary Louise, who is married to Needham S. Hurst; and
Mark C. Beesley.

STATEMENT OF PgroFESSIONAL RECORDS oF MEMBERS oF CoMMIssIoN oN Daua
SAFETY

Dr. Paul R. Cannon, 69, pathologist, retired as chairman of the Department
of Pathology at the University of Chicago in 1957. He had served as department
head for 17 years and was professor of pathology at the university for 25 yeara
Dr. Coannon has been editor of the American Medical Association’s Archives of
Pathology since 1934, and he is a former president of the American Society
of Pathologists & Bacteriologists, the Association of Immunologists, the Chicago
Pathological Society, and the American Society of Exploratory Pathology. The
latter orzanization conferred the Burdick Award on bhim in 1948. He received
bis I'h. D. from the University of Chicago in 1921. He also was professor of
pathologs at the University of Mississippi for 3 rears. He was a recipient of
the Groedel Medal of the American College of Cardiology in 1958.

Thomas Francis, Jr. M.D., 62, has been professor of epidemiology and chair-
man of the Department of Epidemiology, School of Public Health at the Uni-
versity of Michigan Medical School since 1941, e earned his M.D. from Yale
University in 1925. Dr. Francis is 2 past president of the Society of American
Bacteriologists, the American Society for Clinical Investigation, and the Ameri-
can I'pidemiology Society. He served as director of the Influenza Commission
from 1941 to 1943. as a consultant to the Secretary of Defense, and as director
of the University of Michigan poliomyelitis vaccine evaluation program. He
was also profes<or of bacteriology and director of the bacteriological labs for
New York University. Among his awards are the Heward Taylor Rickets
Medal, the Lasker Award of the American Public Health Association, and the
American College of Physicians’ James D. Bruce Memorial Medal.

Dir. Philip 8. Hench, internationally known authority on arthritis and rheuma-
tism, was awarded the Nobel Prize in phrsiology and medicine in 1950 for his
work with hormonal drugs on arthritis and rheumatism. A native of Pitts-
burgh. Pa. Dr. Hench, G6. was also the recipient of the American Public Health
Ascociation’s Lasker Award and the Pare Ope Award of the Newspaper Guild
af New York. Ile has been as<ociated with the Mayo Foundation and Graduate
School of the University of Minnesota since 1921 as profecsor of medicine there
since 1947, Dr. Hench is a fellow of the American Medical Association and the
American College of Phreicians: a member of international, National, State,
and loial profesconal associations and <ocieties; a foreign member or foreign
carrespandent for several professional a=wociations: and <hief editor of the
American Rheumati=m Reviews, published by the American Rheumatism Associ-
ation.  Ie hae contributed ahout 200 articles to wmedical journals, A graduate
of Lafayette Colleze in 1016, Dr. Heuch received an M.S. degree in internal
medicine from the Univer~ity of Minne<ota, his medical degree from the Uni-
vereity of Pittsbargh, and studied at the University of Freiburg and Ludwig-
Mavimitians-Universitat, in Munich  Honorary degrees have heen awarded
him Ly Lafayette, the Univer~ity of Prt<bursh, Washingston & Jefferson College,
Weetern Reserve University, the National University of Ireland, and Middlebury
College,

Chester 8. Keefer, M., 65, was a special ascistant to the Secretary of Health,
Fducation, and Welfare in 1916 and has been director of Boston University-
Massachuscetts Memorial ¥ospitals Medical Center since 1959. He has also been
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Waude professor of medicine, Boston University School of Medicine since 1940.
Frowm 140 to 1959, be was director of the Robert Dawson Evans Memorial Hos
pital und physician-in-chief at Massachusetts Memorial Hospital. During World
War II Dr. Keefer was with the Office of Scientific Research and Development,
where he was responsible for allocation of penicillin, thenr in critically short
supply. He received his M.D. from Johns Hopkins University in 1922, Dr.
Keefer bas been instructor in medicine at Johns Hopkins and associate pro-
fessor in medicine at both Peiping Union Medical College in China and Harvard
Medical School. He has served as resident, visiting, and consulting physicigan
at vumerons institutions and is a regent and past president of the American
College of Physicians. His work with HEW brought bim the Medal of Merit.

Theodore G. Kiumpp, M.D., 59, is a former Chief of the Drug Division, Food
and Drug Administration (193641) and is now president and director of
Winthrop Laboratories of New York City. He was instructor in internal medi-
cine and assistant clinical professor at Yale University Medical School in
31932-36 and adjunct clinical professor of medicine at George Washington Uni-
versity in 1940-41. He serves the U.S. Department of Health, Education, and
Welfare as a mwember of its Panel on Aging, and is also a member of HEW's
Medical Advisory Committee, Office of Vocational Rehabilitation. Dr. Klumpp
is a vice president and member, haard of trustees of the U.S. Pharmacopels
Convention. In 1961 he was chairman of the committee on rehabilitation of
the American Heart Association. From 1953 to 1957 he was vice president of the
National Health Council of New York City. He was chairman of the Medical
Services Task Force of the Hoover Commission on Organization of the Execu-
tive Branch of the Government from 1933 to 1955. In 1951 he served as 8 di-
rector of the World Medical Association. During World War II Dr. Klumpp
held membership on War Production Board committees concerned with the de-
velopment of penicillin mass production and pharmaceutical manufacturing. His
fellowships include the American Association for the Advancement of Science
and the American Society of Clinical Investigation. A native of New York City,
Dr. Klumpp is a graduate of Princeton University and the Harvard University
School of Medicine.

John T. Litchfield. M.D., 49, is a specialist in pharmacelogy and drug safety
evaluation. He is director of the experimental therapeutics research section of
Lederie Laboratories, Pearl Rirer, N.Y. Born in Mioneapolis, he received his
M.D. from the University of Minnesota in 1936 and was an assistant and later
as<ociate in pharmacology at Johns Hopkins University School of Medicine from
1937 to 1943, He studied under the famed physiologist-pharmacologist, Dr. E. K.
Marshall, renowned for his work on the sulfa drugs and other agents. Dr, Litch-
field returned to the Urniversity of Minnesota in 1943 as assistant professor, and
did research there in various fields of chemotherapy. He joined American
Cranamid Co.’s Stamford. Conn,, laboratory in 1845 as group leader in the chemo-
therapy department, leaving in 1934 for his present position. During 1944, he
was with the Office of Scientific Research and Development, the Government
agency that administered all scieutific work ascociated with the war effort. Dr.
Litchfield is a member of the Society of Pharmacologists. the Society of Experi-
mental Biology, the American Chemical Society, and a fellow of the New York
Academy of Chemotherapy.

Maurice R. Nance, M.D,, 46, is an internist (specialist in diagnosis and non-
surgical treatment of disease) with special training in pathology, the science of
the origzin. nature, and course of diceaces. Ife is medical director of Smith
Kline & Freuch Lahoratories in Philadelphia. A native of Reidsville, N.C., Dr.
Nance graduated from the Medical College of Virginia in Richmond in 1941 and
did his resideney at Brrn Mawr Hospital, Pennsylvaunia, specializing in pathol-
ogy. He was an associate in pathology there in 1947 and 1948 and was in private
practice limited to internal medicine from 196 to 1955. Dr. Nanpce first became
associated with the Philadelphia drug firm in 1948,

Teonard A. Scheele, M.D., 33, for 23 vears was a career officer with the U.8.
Public ITealth Rervice, serving from 1948 to 1976 as the Surgeon General. e is
now seniot vice pre<ident of Warper-Lambert Pharmaceutical Co. of Morris
Plains, N.J. He received his medical degree from Warne State University jn
Detroit in 1934, Dr. Scheele’s 8 years as Surgeon General were highlighted by
the establichinent of the Salk polio vaccine distribution <ystem and development
of the coustruction aid program for non-Federal hospitals and universities. He
was responsible also for administration of the many specialized research facili-
ties and programs< of the National Institutes of Health., Reginning in 1937, and
again after \World War II rervice, he was ascigned to the Nationnl Cancer Insti-
tute, becoming its director in 1947,
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Among Dr. Scheele’s professional offices and memberships are: Fellow, Ameri-
can Public Health Assoclation; diplomate, American Board of Preventive Medl-
cine; member, Nationa! Citizens Committee for the World Health Organization;
Chief Delegate of the United States to the World Heatlh Assembly for 7 years
between 1949 and 19568 ; member, advisory committee, CARE, Inc.; governing
member, Arthritis and Rheumatism Foundation ; committee of sponsors, National
Society for Crippled Children; visiting lecturer tn public health, Harvard Uni-
versity School of Public Health.

Dr. Leon H. Schmidt, 53, a pharmacologist, has been research professor in Lio-
logical chemistry at the University of Cincinnati College of Medicing since 1850.
He has also been director of the Christ Hospital Institute of Medical Research
since 1930. He received his Ph. D. from. the University of Cincinnati in 1932
Dr. Schmidt is a consultant to the National Institutes of Health and the Na-
tional Research Council Advisory Medical Board. He is a member of the execu-
tive commmittee of the Veterans' Administration Committee on the Chemotherapy
of Tuberculosls. He serves on the editorial boards of a number of medical and
technical publications and is a member of many organizations, including the
American Association for the Advancement of Science, the World Health Organi-
zation, the American Academy of Microbiclogy, and the American Association
for Cancer Research.

Austin Smith, M.D., 49, for 10 vears was editor of the most widely read medical
Journal in the world, the Journal of the American Medical Association. During
the same period (1949-58) he was editor in chief of all AMA scientific publi-
cations. From 1853 to 1939 he was executive editor of the World Medical Jour-
nal. He became president of the Pharmaceutical Mapufacturers Association, a
professional and trade organization of prescription drug manufacturers, in 1958
He was director of the American Medical Association’s Division of Therapy and
Research from 1946 to 1930, and secretary of AMA’s Council of Pharmacy and
Chemistry in 184249. He is autbor of various books and articles related to
drugs. Dr. Smith is chairman of the board of directors, U.S. Committee, World
Medical Association, and council emissary of the United States to WMA. He
holds memberships in many organizations, including the Society of Experimentsl
Biology and Medicine, American Soclety of Pharmacology and Experimental
Therapeutics, und the American Therapeutic Societr. Dr. Smith was born in
gauada and received his doctorate in medicine from Queens University, Kingston,

ntario. .

Thomas B. Turner, AL.D., is a microbiologist and has been dean of the medical
faculty of Johns Hopkins School of Medicine since 1937. An authority om
spirochetal diseases and poliomyelitis, Dr. Turner. 60. is a consultant to the
Surgeon General of the U.S. Army. He is a member of the general advisory
committee and vice chairman of the committee on virus research and epidemi-
ology of the National Foundation, as well as 8 member of the advisory com-
mittee on personnel for research of the American Cancer Society and the
national advisory council of the National In<titutes of Health. Born in Prince
Frederick, Md., Dr. Turner received his B.S. degree from St. John's College
in Annapolis, of which he is now a member of the board of visitors and governors,
and he earned his M.D. degree at the University of Marviand. He ig a fellow
of the American Public Health Association, bas been awarded the Legion of
Merit, and i{s a8 member of the Association of American Physicians and the
Amertican Society of Clinical Investigation.

Josef Warkany, M.D., 1s noted for his research {n endocrinology and prenatal
deformities. A fellow of the Children’s Hospital Re<earch Foundation in
Cincionati, Dr. Warkany, 60, has been attending pediatrician at Children’s
Hospital since 1935. He is also profes<or of pediatrics research at the University
of Cinclnnati and attending pediatrician, pedlatric and contagious divisions,
Cincinnat! General Hospital. Dr. Warkany is a diplomate of the American
Board of Pediatrics and a membe:r of the American Pediatric Soclety. the
Society of Pediatric Research. the Ohlo Medleal Association, the Soclety for
Experimental Biology and Medicine, and the Cincinnati Academy of Medicine.
He was awarded the Mead-Johnson award in 1944 and the Borden award in
1950. A native of Vienna, Austria, he come to the Unfted States in 1932 and
was naturalized in 1938. He studied at the Real-Gymopasium in Vienna and
received his medical degree from the University of Vienna in 1926.

The Cramyax. T assume that does conclude your statement?
Mr. Beesiey. It does, yes.
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The Cuamoax. I should like to compliment you on a very fine
statement, brief and concise, stating emphatically the views of your
organization.

Mr. BeesLey. Thank you. .

The CuamyaN. Are there any members who have ang{quesuonsl

Mr. Freper. Mr. Chairman, I want to compliment Mr. Beesley
for his very fine statement.

Mr. Beescey. Thank you. .

Mr. Fraepet. Iremomber visiting your plant.

Mr. Beesiey. 1 recall your visit with pleasure.

Mr. Frieper. I remember the research you were doing there, but
there are a few question I would like to ask.

Do you presently need to get the approval of the FDA before
distributing a drug to so-called experts for investigational or ex-
perimental use on human beings$ :

Mr. Beesrey. No, we do not.

They have the power to require information to be supplied, and
within the last 2 weeks regulations have been proposed which would
inform FDA about the clinical work that isbeing done.

Those regulations—I think we have 60 days in which to give our

- opinions about the regulations.

The general purpose of the regulations, as I understand them, is to
give FDA information about the clinical investigations that are
goingon.

Mr. Frieoer. Do you think that you need to have their approval ¢

Mr. Beestey. 1 beg your pardont

Mr. Frieper. Do you think you should have ag)proval of the FDA
before you distribute the drug to so-called experts

Mr. Beestey. We feel that we should supply FDA with the infor-
mation about clinical investigations.

e feel that responsible companies will carry on the investigations
in a very satisfactory way, and that approval per se is not necessary.

Mr. Frieper. Do you perform these tests on animals, including
pregnant animals, before c{;stribution §

Mr. BeesLey. Before thalidomide§

Mr. Frreper. Before distribution.

Mr. Beestey. I think there is a very widespread movement now to
test all drugs, or virtually all of them, at least, in pregnant animals.

I do not know the extent of those tests prior to some of the recent
haBpenings.

r. Keefer and Dr. Scheele, who will follow me as witnesses, are
well qualified to testify in this field.

Mr. Frieper. Let me ask these questions, and I hope they will be
pursued.

___Mr BeesLEy. Yes.
" Mr. FriepeL. Just two more questions.

Are these experts required to advise the person to whom they intend
to administer an jnvestigafional drug that the drug is investigational
orexperimental and hasnot been approved by the FDA

What I mean by that:

Do they-have to get the permission of a persoa to use it before it is

approved hy.the FDA ...
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Mr. BeesLey. No, they do not, and we feel that this shot Ie
the discretion of the physician. It should not invade the traditional
physician-patient relationship. .

nd I think that, as a matter of general practice, probably most
physicians would tell the patient that a drug that is in an investiga-
tional phase is being used. ]

However, there are situations where probably it would not be wise
for the physician to tell the patient that an investigational drug is
beingused. .

We feel that it should remain the prerogative of the physician to
determine whether it is wise to tell the patient that an investigational
drug is being administered in that patient’s case.

Mr. Frrenper. For the record, I would like to have your reasons why
in some cases a patient should not be told.

Mr. Beesiey. Dr. Keefer will go into this in great detail, if you
want to wait just a few mements for his testimony.

Mr. Frrepen. Thank you, Mr. Chairman.

That is all the questions I have at thistime.

The CHatryMax. Mr. Bennett?

Mr. BExNETT. Mr. Beesley, is the law applied differently in respect
to the testing of a new drug as distinguished from putting it on the
market for general sale?

As I understand it, in the area of a drug that is regarded as experi-
mental, manufacturers put it out on a clinical test basis rather than
putting it out for general distribution.

Mr. BersLey. Yes.

Mr, Bexxerr. Does the law have different requirements with respect
to the procedure you follow In testing a drug and in putting it out on
the market?

Mr. Berscey. The present law exemnpts investigational druzs from
regrulation.

Mr. Benyert. Exempts the test of drugs?

Mr. Beesrey. Exempts the testing, but it is subject to regulations
to be promulgated by the Secretary.

Mr. Bexxyerr., What are the requirements of the law with respect
to a new drug that is put out for general distribution?

Mr. Beestey. That new drug applications must be submitted with
veryv extensive information about the experience with the drug, and
that information, of course, is reviewed by the Food and Drug Admiu-
istration.

I?I‘r.?anxm. While that is being reviewed, do vou go ahead and
sell 1t !¢

Mr. Beestey. No, indeed.

Accarding to the food and drug law. not unti] the Administration
has either 60 or 180 days in which to review this information, and
either they a<k for more information or permit the new drug applica-
tion to became effective. That is the present law. Or they disapprove
it 1 one or the other,

Mr. BexxerT. Do vou file notice that you are going to put the drug
on the market or desire to put the drug on the market, sav, in 60 days,
and if the Food and Diug does nothing, at the end of that time, do
Youthen have authority to put it on the market

Mr. Bresver. If the Food and Drug Administration does nothing,
that 1s correct.
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The Crramdrax. Will the gentleman yield
Mr. Benxerr. Yes.

o The Cuairvax. Maybe I misunderstood you, Mr. Beesley, or 1
3l am a little confused about it.

You say in testing under the law it is exempted ¢
it Mcr. Beesiey. That is correct.

The CuamsiaN. Then you say but it is subject to regulation.

If it is exempted, how can it be subject to regulation ¢

Mr. Beestey. Mr. Chairman, the Department of Health, Educa-
tion, and Welfare just about 2 weeks ago for the first time issued regu-
lations in this field.

I have here a statement that was issued by the Department of
Health, Education, and Welfare which gives the objectives of these

lations.

irst, the regulations require that the Food and Drug Administra-
tion be notified and given complete details on distribution of drugs
for investigational use.

Second, the manufacturer is required to satisfﬂ Food and Drug Ad-
ministration that the investigations will be based on preclinical,
chemical, and animal studies of such & nature as to assure safety
for patients.

Third, the clinical studies would have to be properly planned,
executed by qualified investigators and FDA kept fully informed of
the progress of these investigations.

Now, that is a capsule statement of very long, detailed regulations.

Our association favors the general purposes of these regulations.

Mr. Dixeert. You say you favor the general purposes. Do you
object to the regulations in any way ¢

Mr. Beestey. These regulations issued on August 9

Mr. Drxgerr. Yes. Do you have objection to the reculations?

Mr. Beestey. We have 60 days inw hich to try to study these regu-
lations and present our views.

Now, then, we have not yet had time to thoroughly appraise and
assess the implications of the individual regulations. I think that
we probably will have some suggestions to make for changes.

Mr. Dixgerr. Inother words, you will have some objections to those
regulations?

Mr. Bersiey. Some of the details in them, I think we will have,

es, sir.
7 The Cramyax. I am not getting into a discussion of the regula-
tions. That isnot our purpose at thistime.

Mr. Beesctey. Yes.

The Cramorax. But how can they issue a regulation of this kind
executivelv.if it isexempt under the Jaw?

Mr. Beescey. May I ask Mr. Cutler to comment on that ?

The Crraryax. Maybe you had better let Mr. Cutler identify him-
self for the record.

Mr. Beestey. Mr. Cutler is a member of the law firm of Wilmer,
Cutler & Pickering of Washington, and counsel for the Pharmaceutical
Manufacturers Association.

The Criamaax. Yes, if you could clear that up. .

Afr. Cerier. Yes, Mr. Chairman.  Under section 505 of the present
law, a so-called new drug, that is, one whose safety is not yet generally
accepted, may not be introduced into interstate commerce -antil an
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application has been filed with the Food and Drug Administration
and the period of time Mr. Beesley referred to, which is either 60 or
180 days, has passed, and the Food and Drug Administration has
either {;:t the application become effective or has disapproved it, in
which case, of course, the drug could not be marketed.

That section 505 has an exception in subparagraph (i) that permits
the introduction into interstate commerce of new drugs for experi-
mental purposes only, subject to such regulations as the Secretary
shall issue governing the distribution of such drugs for experimental

purgose&
The CaamMaN. Then it is not exempted ¢
Mr. Coreer. It is not.
The Cuamaan. That is what I have been trying to get down to.
/ Mr. Corier. 1t is not exempted, that is correct.
o b The Cizarmraran. All right. That is the answer I wanted.
- Mr. Benwnerr. Is it exempted under the present law, or are you
o speaking now—— :
3 Mr. Coreer. Under the present law. Under the present law drugs
: may only be introduced into interstate commerce for experimentsl
use under regulations issued by the Secretary.

Mr. Bexners. What are those regulations presently#

Mr. Corier. Under the present regulations—-—

Mr. Bexverr. T do not mean the ones that were issued 2 weeks ago.

Mr. Correr. Yes. Under the present regulations the manufacturer
is required to obtain a certificate from the clinical investigator, the
distributor or whoever else it 1nay be, certifying that he is quatified by
training and experience to evaluate the safety of drugs, ang the manu-
facturer is required to keep records of the distribution of drugs for
experimental use. That is essentially the scope of the present regula-

' tions. The new, proposed regulations are much broader.
‘ Mr. Bex~erT. Let us not get into that for a minute or two.

Under the existing law and regulations, can the Food and Drug
Administration refuse to permit a drug to be marketed for expen-
mental testing purposes?

Mr. Cutier. They are not marketed for this purpose, Mr. Bennett.
They are distributed. But under the present regulations the Food
and Drug Administration does not forbid the marzf;eting for this pur-
pose. Presumably it could.

Mr. Bexxerr. I am asking you: Do they have the authority under
the present law{

Mr. Cureer. Under the present law

Mr. Bexnerr. To forbis.

Mr. Coreer. They have the authority to forbid it, except under
such conditions as they might choose to authorize.

I do not think you could read the present law so as to permit them
to absolutely forbid any experimental work with new drugs, but they
are entitled to set conditions that would adequately protect the public

‘ health.
SR Mr. BENNETT. Presently—and I am not speaking of the recent drug
o regulations—but, presently, does Food and Drug require you to ob-
‘ tain any affirmative approval from them before testing new drugs?
i Mr. Curer. No, sir.
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Mr. Benverr. What you are required to do is to file the informa-
tion that you talked about a few minutes ago and then you go ahead
and do the testing ?

Mr. CuTLER. You are required to maintain certain records under
the present law, that isall.

LE-. BeN~erT. Then in testing a new drug, you wish to leave it to
the discretion of the physician, who has the drug in his possession, to
determine whether or not it is not safe for the patients to usef

Mr. Coreer. Yes, sir. And if I can turn for a moment to the pro-
posed new regulations, the Food and Drug Administration now de-
sires to be currently informed so that if thev would disagree as to the
safety of the proposed use, they could take measures.

Mr. BExNETT. They want to bring it within this discretion?

Mr. Curier. That is correct.

Mr. Bex~err. Rather than the discretion of the physician ?

Mr. Corier. Right.

The CHamstaw. Mr. Jarman$

Mr. Jarman. Mr. Beesley, you make a recommendation on page 9
that all manufacturers of drugs be subjected to mandatory inspection
by FDA at least once every 2 years.

Mr. Beestey. Yes.

Mr. Jaraax. What is the situation at the present time as to
inspection ¢

Mr. Beeswey. It is to a large extent discretionary. There is no
time interval that is specified.

I believe that the inspections occur, perhaps, all the way from an
interval of once every 6 months up to perhaps once every 5 years—
something of that kind.

This recommendation ties in with our proposal that all dru%manu-
facturers be required to register, because tmre are supposed to be,
according to the census of business, some 1,200 drug manufacturers
in the country, and it seems to us that the identification of all of these
manufacturers to the Food and Drug Administration and the inspec- -
tion of all of the manufacturers would be in the public interest.

Mr. Jaraax. When an inspection is made by IEDA, how thorough
is the inspection ! How much time is usually taken for an inspection ?

Mr. Beestey. Well, our people tell me that it is very thorough;
that when an inspector comes to visit us, he is likely to be there sev-
eral davs.

Mr. Jarman. Thank you.

I think that is all.

The Cramran. Mr. Schenck?

Mr. Sciuevck. Thank you, Mr. Chairman.

I would like to commend Mr. Beesley for his excellent statement.

Mr. Berstey. Thank you.

Mr. Scuexck. 1 recaﬁ a very helpful and instructive visit we made
to your laboratory several years ago.

Mr. Berstey. Thank you.

_We certainly were happy to have the members of the committee
visit us.

Mr. Scuexcr. All of us, Mr. Beesley, received a great deal of help-
ful information at that time, and we appreciated the very diligent
care you observe in your plant to make sure of quality control at all
steps of manufacture.

8868p—82———13
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Mr. Beestey. Thank you.

Mr. Screnck. Now, Mr. Beesley, perhaps this is not a question
you Wguld care to answer, I do not know, but if you do not, it is quite
a1l right.

Doges El Lilly & Co., for example, spend a substantial amount of
money in research on new drugs each year? -

Mr. Bersiey. Indeed, we do. This is information that we pub-
licize in our annual report and other places, so I have no hesitancy
in revealing the figures. - : .

This year our vesearch budget will be between $20 and $21 million,
which is approximately 10 percent of our total sales.

In other words, we spend approximately 10 cents out of each sale’s
dollar in financing research.

Mr. Dixcere. How much do you spend on advertising out of each
sales dollar?

Mr. Beescey. I do not have the figuresin mind.

Mr. Dixcerr. Will you submit it for the record

Mr. Beescey. Indeed, I will

Mr. Dixgerr. Would you say it wis equal to the 10 cents you spend
on research ¢

As a matter of fact, it exceeds the 10 cents you spend on research,
does it not?

Mr. BeesLey. My opinion is that it does not, but T do not have the
figures in mind, and[I) would prefer not to give a definite opinion
on that.

{The requested information was subsequently received for the
)

record
Eur Loy & Co.,
Indianapolis, August 29, 1968.
Hon. Orer Harsrs,
Chairman, Commiftee on Interstate and Foreigpn Commerce,
House of Representatives, Washington, D.C.

Deag Mzr. CHAIRMAN: At page 271 of the franscript of my testimony before
the Committee on Interstate and Foreigu Commerce, I was asked by Congress-
man Dingell to submit for the record a statement of the number of cents out
of each sales dollar our company spent on advertising during the last year.

During its calendar and fiscal year 1961, Eli Lilly & Co. and its sobsidiaries
spent approximately 3.2 cents out of each sales dollar on adrertising. As pointed
out in my testimony, this compares with ahout 10 cents of each sales dollar
spent in financing research.

Respecttully yours,
Eucexe N. BeesLEY, President.

The CriamrayaN. Mr. Schenck, any further questions?

Mr. Scuexck. Yes, Mr. Chairman.

In the matter of research and the $20 to $21 million that you spend,
which is a_very substantial sum, it is spent by your company for the
purpose of developing the best method of manufacture and also to
mmprove the necessary quality control of both old and new drugs in
the best public interest and safety.

Mr. Berstey. That is correct.

Mr. Scuexcr. And this is true of all the testing of new drugs?

Mr. Beester. Yes.

Mr. Scuexck. Now, Mr. Beesley, while I think you said that all of
this is a part of your cost of manufacture——

Mr. Beestey. Indeed.
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Mr. Scuexck {continuing). As vou develop new methods of manu-
facture, then I assume that these lower costs are reflected in and make
lower prices possiblet

Mr. Beestey. Yes

We in our company maintain an index of prices, and in the last
10 years the index, which includes all of the drugs that we have, is
now approximately 86 percent of the figure that it was at the begin-
ning of the 10-year period.

Mr. Scuexcr. T have in mind, Mr. Beesley, that when insulin
first introduced, your company, I believe, was one of the key man
facturers of insulin? )

Mr. Berscey: That isright.

Mr. Scuexck. At that time it was quite expensive, was it not?

Mr. Beestey. Yes, it was.

Mr. Scoexck. And it is now very much less in cost to the patient
igit not?

Mr. Beesrey. Yes

It has been, I think, about 40 years since we first introduced insulin.
We have had 13 price reductions during that period, and I believe the
current price is about 6 percent of the price that prevailed in 1922

Mr. Scuexci. Sothat the users of the drugs manufactured do bene-
fit, as you have increased your ability to develop drugs at lower cost ¢

Mr. Beestexr. Indeed, that is correct.

Mr. Scuexck. Now, I have one other series of questions here.

It has been suggested, Mr. Beesley, that the pharmacists, in filling
a prescription, should somehow or other indicate on the prescription
label itself the kind of drug that is in that prescription.

Is it not true that pharmacists buy drugs in, let us say, large quan-
tities of a thousand, or so as an example, of a certain kind of tablet?

Mr. BeesLey. Yes.

Mr. Scuexck. They fill a physician’s prescription for perhaps 25,
30, or 50 tablets and put them in a small container.

Now, the pharmacist then puts on that small container his own
prescription number and the doctor’s name, the date and the dosa,

Would it be a difficult proposition to require the pharmacist also
indicate on the prescription label the generic of the drug that was
included ¢

Mr. Beescey. I suppose it could be done, but I think it would be
unwise and certainly would not be in keeping with the wishes of the
great majority of the medical profession, because most patients are
not famihar with the actual characteristics of the drug that the physi-
cian may think it advisable for them to take, and it is in the nature
of the relationship of the physician with his patient and the relation-
ship between the patient and the pharmacist that the physician and
the pharmacist should have the information about the d that is
being used, being prescribed by the physician, but I would doubt
the wicdom of putting that name on the actual label of the prescrip-
tion package, sir.

Mr. Scuexck. In some cases that would be difficult, anyhow, would
1t not, because of the very long and involved chemical name?

Mr. BeesLey. Indeed.

Mr. Scitexck. Or the generic term §

Mr. Beescey. It certainly would.
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Mr. Scuexci. There also are times when the pharmacist removes
the label from the small container and merely puts on the prescrip-
tion label, is that not true ? :

Mr. Beescey. That is correct.

Mr, Scuexck. Isthere any way for a pharmaceutical manufacturer
to identify the capsule, the tablet, or what have you, so that in the
event the patient becomes ill while he is away from his own hpome com-
munity and home physician, that another physician would kmow what
he had been taking? o Co

I am thinking of something for a heart condition or something for
a respiratory condition, or something of that nature?

Mr. Beesier. I think the way that most physicians prefer to have
this handled is for the pharmacist to give the patient a copy of the
prescription, and the patient then carries the copy of that prescription
with him regularly.

The manufacturer would be able, in most instances, to determine if
it was that manufacturer’s own product that had been used, but some-
times it would not be readily apparent without a chemical analysis.

Mr. Scuexck. Mr. Beesley, I want to commend you for your
splendid statement.

Mr. Beescey. Thank you, )

Mr. Bexxzerr. The Chair asked me to recognize Mr. Dingell next.
Do vou have any questions, Mr. Dingell ¢

Mr. Dixgeon. Thank you, Mr. Chairman.

Mr. Beesley, I want to compliment you on a very fine statement.
We are honored to have you Wifﬁ us this morning.

Mr. Beescey. Thank you, Mr. Dingell.

Mr. Dixgerr. I would like to go J)rough briefly with you, if I may,
to see what sections of the administration’s bill you endorse and what
you oppose, ard then we will try and find out specifically why.

Mr. Beesiey. Mr. Dingell. may I suggzest that you have before you
the list of witnesses, and they are going to discuss each of these sec-
tions in detail.

It was our hope that in order to handle the hearing expeditiously,
that they might be permitted to discuss the appropriate provisions.

Mr. DiNgerr. I see. Iet me ask you this: Do you oppose the am-
phetamines and barbiturates section ¢

Mr. Beestey. No, we do not.

Mr. DiNcert. You endorse that?

Mr. Beescey. Indeed.

Mr. Dixgewr. I'see. Very good.  So in our consideration of the bill
we can dispose of those as being agreed upon by the industry, am I
corvect, those two sections?

Mr. Bresery. I think there are a few minor problems on language,
but certainly nothing of substantial importance.

Mr. Dixcerr. Al right. Now, you mentioned penicillin has saved
thousands of lives.

T think this is one of the great things. Asa matter of fact, I happen
to be living because of penicillin. too, but T was wondering about this:
Penicillin is one of the drugs which is approved on a lot or a batch-by-
. batch basis, is it not ¥
} Mr. Berstey. Yes.
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Mr. DingrLL. There are five of these antibiotics which are endorsed
or, rather, whieh are approved on a batch-by-batch basis. Those are
the five that were named in the original statute, am I correct?

Mr. Beestey. That is correct, yes.

Mr. Drxcece. Subsequent to that time, there have been a number
of new antibiotics which have come on the market ¢

Mr. BeesLey. Yes.

Mr. DrxceLL. The statute, of course, was silent on these and these
are just treated as ordinary drugs as opposed to antibiotics, am I
correct !

Mr. Beestey. That is correct.

Mr. Dr~gerr. The administration bill proposes to expand the treat-
ment of antibiotics to cover all of these.

Novw, do you endorse or do you oppose that section?

Mr. Berscey. We would oppose tlrm)e extension of that certification,

Mr. Dixcerr. On what ground ¢

Mr. Beesiey. May I oive a little background here, which Y am
sure you are quite familiar with, but I would like to recall it to lay
the groundwork.

You will recall that batch certification was put in the act about the
middle of World War II, and this was right in the beginning of the
time when antibiotics were being used.

Certainly fermentation and the purification procedures were not
at that time an exact science, and It was during that time that our
industry cooperated with the Government in getting legislation en-
acted that would require the certification of at that time just peni-
cillin, and later the other antibiotics were added.

Horerver, since that time the whole thing has changed. Fermenta-
tion has become very much more an exact science, and today manu-
facturers can produce antibiotics with the same skill and definiteness
that any other drug can be produced with, and, as a consequence, we
do not feel that batch certification should be extended to include other
antibiotics.

Mr. Dexgern. Then, as a matter of fact, you feel that batch certifi-
cation should Le stricken insofar as the five which have this require-
ment,am I correct ?

Mr. Beescer. That is my personal opinion, yes.

.\I]r. ?DIZCGI:LL. Why do you feel this should be done, because it is
costly ¥

Mr. Beesvey. Costly and duplication, unnecessary.

Mr. Dixcrrr. Basically, though, it is cost, is that 1t ¥

Mr. Beescey. Yes. And it uses the time of highly skilled people, a
group of individuals who are certainly-in short supply.

Mr. DixgeLr. The thing that concerns me is here I note that in 1962
penicillin had to be recalled. or one batch had to be recalled because
1t was contaminated with sulfonamides.

Apparently there was need for batch-by-batch certification in that
{)articular case, was there not, because they found that one particular

ot of penicillin was contaminated with sulfonamides?

This would indicate that there is some need for batch-by-batch certi-
fication, at least in the case of penicillin, and I would assume that these
other neswer antibiotics are really not much different in the method of
preparation. Am I correct on this?
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Mr. Beestey. Was that batch of penicillin certified ¢

Mr. Dixgerr. 1 would assume that it was, if they are supposed to. I
would assume that it had been. I do not know whether it was or not,
but I assume it was supposed to have been.

Mr. BersLry. Do I understand that this was a recall of penicillin
contaminated with sulfonamides by FDA from the market, is that
correct ¢

Mr. DingeLL. That is correct. That is my understanding.

Mr. Beesiey. Now, that would indicate, then, that batch certifica-
tion did not do the job.

Mr. Dixeere. It would indicate that, but it would indicate we were
better off with batch certification than without it,am I correct?

Mr. Brestey. The penicillin apparently here was certified. It was
praduced, and then certified by FDA ¢

Mr. DiNGgELL. Yes.

Mr. BeesLey. Now, apparently—I am just guessing, now—I assume
from the statement you have made that there was a contamination
with sulfonamides in the tableting or whatever it was of the pharma-
ceutical form, so that we might get back to factory inspection or some-
thing like that.

Mr. Dixeecr. I think this is also a good case for factory inspection.

Mr. BeesLey. T agree.

Mr. Dixcerr. Isitnot?

Mr. Berscey. I would agree, yes.

| Mr. DincerL. But, to continue on this, you object to this because it
is costly, am I correct, in the case of antibiotics?

Mr. Beescey. It isa duplication of effort.

Mr. Dixgerr. But basically it is costly?

Mr. Brescey. Yes.

Mr. DiXcerL. Duplication of efforts boils down to simply economic
costs?

Mr. Bersuey. That is right.

Mr. Dixgrrn. Does it not?

Mr. Beescey. That is right.

Mr. Dixgecr. If I told you this costs a twentieth of a cent a dose,
would you say that that was costly, a twentieth of a cent to certify
the batch, a twentieth of a cent a dose? This is Food and Drug
figures.

They say it costs a twentieth of a cent a dose to certify a prescrip-
tion antibiotic.

Now, would you say that this is costly ¢

Mr. Beestey. It is just one more added cost.

Mr. Dixvarer. T knorw, but let us compare this with advertising.

It is a great deal Jess than the amount of the advertising cost per
dose of prescription antibiotics, is it not

Mr. Brresrey. May we carry thisone step further ¢

Mr. Dixerrn. Let us stay right where we are first, and then we will
zo a step further.

Mr. Bersiey. Allright.

Admittedly, of course, one-twentieth of a cent, in itself, per dose, is
not much, but it is just that additional expense. Now, we might say
that everything ought to be certified. That certainly would be a dup-
Yication and a costly procedure.

i o
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Qur point, Mr. Dingell, is that we do not believe that antibiotics are
in any different category than most other drugs.

(,I, Mr. Dingerr. For 5 years we have had certification on batch-by-
batch basis on five.

n Mr. Beesiev. That is right. i

t Mr. Dincerr. And apparently it has worked well.

Mr. Beesiey. Yes, but—

Mr. Dingerr. Apparently it has afforded protection to the le,
and we have five which do have this protection that is stan arf to
users, and then we have the balance of these antibiotics which have no
similar protection extended to users.

Mr. Beesiey. And may I point out that, so far as I know, there has
been no difficulty that certification could have prevented with the
balance of the antibiotics.

" Mr. Dixeeri. Let ustalk factory inspection a little bit.

Do you oppose any additional factory inspection authority in the
Food and Drug Administration §

Mr. Beesiey. Now, may 1 point out that Mr. Connor will go into
this in great detail.

Mr. Dingerr. T understand that, but I want to query you on it, too.

Mr. Beescey. General support for the provision.

Mr. Dixgerr. You support the provision of factory inspectiont

Mr. Beescey. In general, yes.

Mr. Dingerr. In general. Now, that means you have some specific
reservation. Would you care to enumerate them briefly

Mr. Beestey. As I pointed out in point No. 5, I think that is in my
statement, Mr. Dingell, inspection powers should be broadened to
cover all facilities, controls, and records that have a material bearing
on violations of the law.

Mr. Dixgerr. Then you do support expansion of the factory inspec-
tion provisions in the law §

Mr. BeesLey. Expansion, yes, with certain reservations.

Mr. Dixgerr. Last of all; do you support the requirements for ade-
quate controls of manufacture

Mr. BeesLEY. Yes.

Mr. Dixgerr. Which is 1019

Mr. Beesrey. Yes, we do.

Mr. Connor also will speak to that.

Mr. Dixgerr. Thank you very much, Mr. Chairman.

The Cuamryax. Mr. Younger?

Mr. Youxeer. Thank you, Mr. Chairman.

I do want to join in complimenting you, Mr. Beesley.

Mr. Beestey. Thank you.

Mr. Youxcer. Fora very fine statement.

T have only one question.

In the experience of your company, how many drugs have been
removed from the market by the FDA ¢

Mr. Beester. Of our company ¢

Mr. Youncer. Yes.

Mr. BeesLey. Wehave had none.

Mr. Youxcer. In yourentire history you havehad nonet

Mr. Beesuey. To the best of my knowledge, we have had none, that
is correct.
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We have had maybe one, two, or three voluntary recalls of a par-
ticular batch of a drug, but, as far as taking off the market by the Food
and Drug Administration, we have had none as long as the Food and
Drug Administration has been su rvising the manufacture of drugs.

M%. YouxGer. For general information, do you know how many
from_other companies, or have you heard of how many have been
withdrawn ¢ : )

Mr. Beesiey. I believe Mr. Connor has detailed statistics on that
ot recall the ificall -

o not recall the figures cally.

Mr. Youxceer. Thank vo:f)ffr.' 3

The CramuMax. Mr. Moss, do you have any questions?

Mr. Moss. T have no questions at this time, Mr. Chairman.

The CramMAN. Mr.qRogexs?

Mr. Rocers of Florida. Thank you, Mr. Chairman.

Mr. Beesley, your testimony has been helpful, and I think it is fine
that the drug industry has set up a Commission on Drug Safety.

On page 8, your item No. 4, you mentioned that the FDA sﬁould
have auathority, if an item is.not safe, to withdraw it after a hearing.

Is it not true that if an item is not safe now, that FDA can remove
it from the market?

Mr. BeesLey. Yes. Yes.

Mr. Rocers of Florida. What additional authority is necessary®

Mr. Beestey. We fully support the position that a manufacturer’s
product should do what it is claimed to do. We feel, however, that
the test should be whether or not there is substantial evidence that
the drug will do what it is claimed to do.

I believe that answers the question.

Mr. Rocers of Florida. at about your statement that in the light
of new evidence it is now shown to be safe? That refers where there
isa substantial doubt that it issafe?

Mr. Beestey. May I defer to Mr. Cutler?

Mr. CurLer. Mr. Rogers, under the present law, the Food and Drug
Administration may remove a drug from the market after hearing if
the Food and Drug Administration can carry the burden of showing
that the drug is not safe.

In other words, they must prove unsafety.

The proposed amendment would establish substantially the same
test that exists when the drug is first allowed on the market, when
the manufacturer must prove that the drug is shown to be safe, and
we agree that the law sﬁould be amended so that in a recall case, &
sus&:xsion case, the manufacturer must bear the same burden he had
to bear in the first instance of proving in the light of new evidence
that the drug is still shown to be safe.

That is the distinction.

Mr. Rocers of Florida. So if there is a substantial doubt, then, on
the part of FDA, once a drug has been approved and it is on the
market, if there is substantial doubt. then, FDA could say:

“We want to remove this,” have a hearing, as you propose

Mr. Currer. Yes.

Mr.g Rocers of Florida. And the burden is then on the manufac-
turer

Mr. CouTier. Yes.

368




VVVOL. 21 LEG[SLATI\/E HISTORY OF THE FOOD, DRUG & COSMETIC ACT

DRUG INDUSTRY ACT OF 1962 193

Mr. Rocers of Florida. Before the drug would be removed?

Mr. Coreer. Before the drug would be removed, yes, sir.

Mr. Rocers of Florida. In other words, they must have a hearing
before the drug would be removed ¥ .

Mr. CotLer. Yes.

Mr. Rocers of Florida. Suppose there is sufficient evidence to show

34 310 b oo fa
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Could not FDA go ahead and remove it immediately without &
hearing? oo }

Mr. Currer. Under present law they -could obtain a preliminary
injunction in a court to remove it under those conditions, yes.

!Mr. Rocers of Florida. So that they do have some way of removing
it

Mr. CotLer. Yes.

Mr Rocens of Flarida, Tfit icnot cafat
AV, ANUULAS Ul iU iUGe 21 20 a5 AUV oRal s

Mr. Corier. Yes.
And, of course, they are always free to notify the medical profession

that they regard it as unsafe, which amounts to removal.
Mr. Rocers of Florida. Yes.

Thank you, Mr. Chairman.
The Cramaran. Carrying that one step further, the Administrative

Procedures Act would have to be complied with in the course of the

hearing, would it not ¥

Mr. . Yes.

The Cuarraax. I am talking about with reference to withdrawing
something that has been on the market.

Mr. Crrrer. Yes, that is correct, Mr. Harris.

Now, there is a provision in this bill which would allow the Food
and Drug Administration to withdraw a drug from the market before
a hearing, and without consultation with the manufacturer, if the
Food and Drug Administration finds what is called an imminent
hazard tothe puT)Iic health.

The Crarryax. Do you support that?

Mr. Coter. We do not support that provision, sir.

We think that that provision gives the Food and Drug Administra-
tion more authority than it needs.

We think it already has ample power to remove a clearly unsafe
drug from the market immediately, and that there should not be dis-
cretionary power, except in this one case of a clearly unsafe drug,
where they already have all the power they need.

The Cuamyax. Inother WOI‘({:,) under present law you contend that
the Food and Drug Administration can take any drug off the market
that it determines to be unsafe?

Mr. Crrier. Yes, sir, immediately, by going to a court and getting
a preliminary injunction.

The Criamryeax. But they would have to go to a court to do it?

Mr. Curter. To get a preliminary injunction, yes sir, or under
{)resent law they could hold a hearing and determine, as a result of the

1earing, that the drug was unsafe and remove it from the market.

Mr. Bexxerr. Will you vield just to clarify that?

What is the difference between the present law, then, and the change
that is being proposed here?

Mr. CorLer. You are speaking now of the power to remove?
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Mr. Bennerr. What you are talking about.

Mr. CutLer. Because of the imminent hazard to the public health
without & hearing?

Mr, Benxerr. You got me confused, and I think you have the
chairman confused, too, about where the authority lies.

You say, on the one hand, that the Food and Drug has authority
to remove an unsafe drug by going into court and getting an injunc-
tion; and, on the other hand, they can hold a hearing and enter an
order themselves.

Mr. CoTLER. Yes, sir. They bhave the power——
laMRL Benxerr. Do they have those dlt)lgl powers under the present

w

Mr. Coruer. Yes, under the present law they have the power.

Mr. Bennerr. The dual powert

Mr. Correr. The power to hold an administrative hearing and,
after the hearing, remove a drug administratively from the market
as unsafe, or they have the power before an administrative hearing
to go right to a court and get a preliminary injunction removing the
drug from the market as unsafe.

Mr. Benwerr. All right.
t‘hl\"ow, what additional or different authority would this bill give

em §

Mr. Coruer. This bill would give them the power by an order which
the Secretary could sign this morning, without a hearing, without
notice to the manufacturer, just ordering the drug removed from the
market.

Mr. Frieoer. Mr. Chairman, will the gentleman yield ?

Just one question on the same point.

You say that they have a right to have a hearing and then take
a drug off the market

Mr. Currer, Yes, sir.

Mr. Frieper. Suppose they refuse. What happenst

Mr. Corier. It would be a criminal violation of law.

Mr. Freper. In other words, they would not have to go to court,
then, to get a preliminary injunction {

Mr. Cutrer. No, sir.

Mr. Frieper. That is all, Mr. Chairman.

The Cramaw. Twill go into that a little later.

Mr. Sibal?

Mr. Smear. Thank you, Mr. Chairman.

Mr. Beesley, on page 8 of your statement, the second point, FDA
must have ample time to consider the safety and eflectiveness of new
drugs before they are introduced, but unnecessary delays in permitting
valuable new medicines to reach the public must be avoided.

I think everybody would agree with that statement, but, on the
other hand, there are interpretations which could differ substantially.

What is the present procedure if at the end of 60 days the FDA
does not feel it 1s able to form an opinion as to the safety and efficacy
of a drugt

Mr. BresLey, Then that time isextended to 180 days.

Mr. Smar. And suppose at the end of 180 days they still do ot
feel that they are qualified, considering the tremendously broad area
of public health involved here, to have an opinion ¢
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Mr. Beestey. They can turn it down on the grounds that there is
not enocugh evidence of safety to permit the drug to go on the market.

Mr. Sisar. Does the industry have any legal rights to require a
decision anywhere along the line?

In other words, what right does the industry have to protect itself
against perhaps dilatory treatment of its application ¢

Mr. Beescey. There is a provision giving the manufacturer the
right to have a hearing after the verdict of the FDA, after the opinion
has been formed. )

Mr. Sipar. You have a hearing before the FDA examiner{

Mr. Beestey. That iscorrect.

Mr. Strar. What happens then if the FDA issti}l uncertain ¢

Mr. BeesLey. After the hearing it could be carried to the courts

ona L

)ﬁ?g?mn. Has this ever happened

Mr. Beestey. Tothe best of my knowledge, it hasnot.

Mr. Smat. Do you consider these 60- and 180-day provisions
realistic? ’ .
Mr. Beesrey. It has been proposed that the 60 days be extended
to 90 days, and we have no objection to that, but, otherwise, we think

the 90 and 180 days would be quite realistic.

Mr. Siar. Do you, based on your long experience in dealing with
the FDA, feel that it has the personnel to meet these arbitrary dead-
lines, so to speak. without perhaps reducing the attention the per-
sonnel can give these drugs?

Mr. Beester. Our association has long supported additional funds
for Food and Drug Administration in order that they can have more
personnel than they now have.

Mr. Stpar. Do you feel they need it ¢

Mr. Beesvey. Yes, indeed, we do.

Mr. Smar. Now, 1n these experimental cases which were referred
to earlier in the testimony and also in the questioning of some of the
othex; members, has there been any history of harmful effects in the
past?

I am not talking about the immediate past which we are all aware
3f, but over the vears, which resulted from the use of experimental

rugs?

Mr. Beesiey. I would answer that by saying that I think the record
has shown that the present procedure 1s quite satisfactory, and it has
only been in the last few weeks that there has ever been, so far as
I am aware, any serious cloud thrown on the present procedure.

But Dr. Scheele, who is the former Surgeon General, and Dr.
Keefer will follow me as witnesses, who can speak with more author-
ity on that subject than I can.

Mr. Sipa. Now, this procedure, as I recall, with the physician—
would you mind repeating your testimony concerning what a physi-
cian must do when lhe is using a drug which has not%)een approved,
but which is in an experimental stage?

Mr. Beescey. The physician signs an investigational use form
which the manufacturer must keep on file. That s the present
procedure.

The manufacturer has the responsibility of selecting careful, satis-
factory investigators.
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Now, then, the Food and Drug Administration just on August 9
issued the regulations that we have referred to earlier. Would you
like for me to repeat the objectives of those regulations?

Mr. Smar. No, I recall them.

Mr. Beescey. Ves. :

Mr. Sar. 1 was more interested in the actual mechanics of how
it is done. ’

Mr. Beesiey. Yes. I think that that is the extent of the present
regulation.

Mr. Srsar. The physician fills in a form and returns it to the manu-
facturer? ‘

Mr. Besseey. And, of course, all records and reports that are
mitted to the manufacturer then on subsequent investigations of the
drug are retained.

They are available for inspection by the Food and Drug Ad-
roinistration.

Of course, most of this material is included in the new drug applica-
tion that is eventually submitted if the manufacturer feels that the
drug is worthy of such submission.

Mr. Sisar. How long a period of time does this experimental phase
last®

Mr. Beesiey. Well, of course, it will vary from drug to drug. Per-
haps as long as b years in some instances; sometimes as short a period
as 1 year, perchance. Very seldom would it be less than 1 year.

Mr. Smar. There is no regulation which controls this. This is en-
tirely at your discretion ?

Mr. Brestey. There is no current legislation in force. There would
be regulations under the proposal issued on August 9.

Me. Sman. How do vou feel about that?

Mr. Beestey. As [ stated earlier, we are in favor of the objectives.

We have €0 days from August 9 in which to develop our considered
opinions, and we think we will have some suggestions for changes on
specific language.

But we certainly are in accord with the general objectives of the
regulation.

Mr. Smnsr. Now, is there any indication as to the breadth of your
use of experimental drugs or the amount, the number of physicians,
for example?

Mr. Bersrev. There i< no present statutory regulation or regula-
tion promulgated by HEW or Food and Drug Administration that
would limit that.

Mr, Smin. Including the August 9 proposed regulation, there is
nothing in there?

Mr. Beecrey. As T understand the regulations, there are no specific
limitations in that field.

The manufacturer would be required to submit information to Food
and Drug Administration on the extent of the investigation, and if the
Food and Drug Adminictiation is not satisfied with the amount of
information that is being obtained. then the FD.\ has the power to
ask the manufacturer to improve his test, and if the manufacturer
does not do so. the regulation then states that if the conditions of ex-
emption are not immediately met. the Commissioner shall notify the
sponsor of the termination of the exemption.
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. But there is another specific point that perhaps we should mention
in this connection, and may I just quote it:
The spon<or shall not unduly prolong distribution of the drug for investiga-

tional use but shall submit an application for the drug pursuant to section 505(b)
of the act or a statemnent that the investigation has been discontinued and the

reasons therefor. -

Mr. Sisar. Is that in the present regulation?

Mr. Beescey. That is the proposed regulation, ves.

Mré SiBarL. So that would tend, I suppose, to eliminate these five
cases

Mr. Beesiey. Here let us take a cancer dmf, for example, that
would, very likely, be under investigation for a long time be?ore it is
ever put on the market, if ever, and quite properly so, and I am sure
the Food and Drug Administration would agree 1 such case.

Mr. Sisar. I just have one more question.

What must you show the FDA, or is there any requirement that you -
must show the FDA, before you use a drug in this experimental phase

I mean is there a minimal amount of research which you must
show ¢

Mr. Beestey. You mean currently or under the proposed
regulation ¢

Mr. Smar. Currently.

Mr. Beestey. No, there is nothing.

Mr. Smar. So, theoretically—I know you are a company of repute
which would not do this, but, as a matter of theory—a drug could be
distributed to physicians in this country under the experimental phase
of the law which had not actually had much research done on it, is
that correct

Mr. Beescey. I thinkthatis correct.

I do not believe it would happen, but I think there would have been
adequate tests performed, but technically I think you are entirely
correct.

Mr. Sisar. This is in the responsibility of the manufacturer?

Mr. Beescer. That is correct.

Mr. Smar. Do you think this is sound ¢

Mr. Beescey. This is the sort of thing that would be corrected under
the regulations just proposed on August 9. That is one of the rea-
sons why we support the objectives of these re%ulations.

Mr. Sipar. Thank you very much, Mr. Beesley.

Thank you, Mr. Chairman. ’

The CrairMaN. I just want to pursue for one moment this question
of withdrawing the (irug when it is determined that it is unsafe.

In the past, when it was determined that a drug was unsafe and it
was suggested that it be withdrawn, has the industry cooperated ¢

Mr. Beescey. That is right.

The Cramamax. You will recall the figures in connection with the
polio vaccine?

Mr. Beestey. Yes.

The Chamryax. You will recall the concern created then, and of
course there is the recent publicity having te do with thalidomide
which caused great interest throughout the world.

I want to now recognize the presence of Dr. Kelsey. We appreciate
Dr. Kelsey’s interest 1n this program and we are glad to have you with
usin these hearings today.
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But thalidomide was never put on the market ?

Mr. BeesLer. No.

The Cuamyax. There were certain amounts of it that were given
to doctors.

In other words, any manufacturer may develop a drug and then
provide as much of it as he wants to doctors for experimental
purposes?

Mr. Beestey. That is correct. -

Mr. Coreer. The statute, Mr. Harris, gives the FDA full power to
set the terms and conditions on which frugs will be distributed for
experimental use. )

“ntil recently the FDA had not fully exercised that power.

The Cuaigman. In other words, there is plenty of authority?

Mr. Coteer. Correct.

The Criamstan. To deal with that insofar as the law is concerned ¢

Mr. Ccrier. Yes, sir.

The Crarryan. But until a few days ago, the FDA has never taken
such steps to control that particular phase of it¥

Mr. Coreer. They had taken some steps, but they had not utilized
their full authority until the last few weeks.

The Cirairaran. In other words, under the law——and I think this
should be made very clear and specific because of all the publicity that
has been given to it—the agency does have authority to make certain
requirements even for the dispensation of a new drug for testing pur-
poses to physicians?

Mr. CerLer. Yes. sir, section 503 (1) of the present law.

The Cuamryax. And if the Department had utilized the authority
it has under the statute, then thalidomide, which was given to certain
doctors of the country, could have been withheld?

Mr. Coreer. Whenever the Food and Drug Administration had
wanted to withhold it.

. The Crramyax. Yes. that is whatT am talking aboat.

Mr. Coreer. The Food and Drug Administration would have had
full and current information.

The Cramsax. In other words, not only under present law does
the Department have authority te withhold the drug thalidomide from
being put on the market, but had it utilized fully the provisions of law
and taken precautions which are authorized by law, they could have
controlled the dispensing of thalidomide to the doctorst

Mkr. Yes.

The Cirsrrvax. I wanted to make that very clear and definite.

Norw, back to the present authority and what is proposed with ref-
erence to withdrawing a drug if it should be determined unsafe, after
approval had been given.

-\ good many years ago, a polio vaccine had been approved and
was dispensed to the general public. After a certain length of time
there were reports as to the effect it had on certain people throughout
the country.

Now, had not the industrv cooperated by voluntarily withdrawing
it or trying to withdraw it from the market—that was Salk vaccine
then, was it not ?

Mr. Beescer. That is correct.

The Crammax. Incidentally, I do recall the visit we had to your
company back in those days.
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Mr. Beestey. We were very privileged to have you, sir.
The Csiamiax, The visit was very revealing from the standpoint.
of the committee at that time.

Now, if the company had not cooperated—and I do not believe it

was your company that was involved in that, either, was it

Mr. BeesLey. It was another company, sir.

The Cuamyaxn. If it had not cooperated, then before the Food
and Drug Administration could have required it to be withheld, under
the law it would have been necessary to have a hearing, No. 1, and
ithe Administrative Procedures Act would have had to be followed,
‘or else the FDA would have had to go to court to get an injunction ¢

Mr. Beester. First, as you will recall, this is a iolovicai roduct
that vou are referring to, and is under the jurisdiction of the epart-
ment of Biological Standards of the National Institutes of Health,
and it is a different statute. But assuming the same circumstances,

. the rules are the same.

The Cuairarax. Now, you know, as one lawyer to another, although
I have been removed from that practice for a good many years and
would not maintain that I am on a par, but it requires time to process
a case under the Administrative Procedures Act, doesit not?

Mr. Cutier. Yes, sir.

The Criamenan. It could require a lot of time?

Mr. CoTLEr. Yes, sir.

You could have an expedited hearing, if you follow the administra-
tive hearing course. I would think you could have 2 hearing within
a period of several months, but it would take at least several months.

The Csaresrax. It would take several months, and possibly much
longer?

Mr. Coriee. Right. }

The Cramryax. Now, you go into court and ask for an injunction.

That would require some time {

Mr. Corier. That might require, at best, 48 hours, I would think,
Mr. Harris.

The CAamyMaw. Yes.

And if the judge had some questions in his mind as to what to do
with it, 1t could require a longer time?

Mr. Crrier. If you were on the bench and the Food and Drug
Administration came to you requesting an injunction for what they
deemed to be a clearly unsafe drug, I would think you would grant
the .1 elirninary injunction while you looked into the matter.

The Cizatryax. I would certainly considerit.

Mr. Crrier. If T were on the other side, T do not know how we
could stop you.

The Cratryax, I was trying to develop and pinpoint the difference
here—although it is somewhat technical—about the attitude of the
industry toward temporary suspension of the use of the drug by
injunction. and the request of the Administration to have this tem-
porary authority within the agency. .

Mr. Crrier. We are asking, sir. only that there be some check on
the arbitrary authority of one man without hearing and without even
dicenscion with the manufacturer.

The CraryaN. Evenif that one man is the Secretary, himselft

Mr. Corier. Yes, sir.
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He at least ought to be able to satisfy a judge in a court within 24
to 48 hours. H% has any number of remedies available. He can
notify all physicians immediately that he suspects the drug, and that
will really do more by way of stopping immediate use than any kind
of recall procedure.

He has plenty of weapons during the period while he has to check
his judgment with somebody and give some kind of a hearing.

The CHatrmax. I think you should give serious consideration as
to the result. )

Now, let us go back and take the experience of withdrawing cran-
berries from the market several years ago, and see what happened:
throughout the country. :

I suppose there is still debate going on whether that should have
been done or should not have been done.

I am not going to ask you to comment on it, and I am not going
to comment on it erther.

But, using that as an example, you know, as a matter of fact, it
did create a great deal of uneasiness and concern all over the country
among business people, particularly those who had it on the shelves
and others. Then a search went out to get the cranberries off the
shelves.

In the case of experimental drugs sent to doctors the distribution
would not be as wide but if it were to get to drugstores throughout
the country, it seems to me there would be about the same turmoil.

It seems to me that serious consideration should be given to meet
this proplem without getting involved in such a pablic turmoil,
which scares everybody to death.

Norw, there are quite a lot of doctors in the country that had
thalidomide dispensed to them. How many doctors have we got in
the country?

Mr. BeesLey. About 175,000 to 180,000.

The CHamyax. 180,000 in the United States.

Well, with all the publicity that is given, I do not suppose there is
any way of telling how many expectant mothers in the country were
just put in a very, very unstable mental condition.

And I know and you know, as a matter of fact, thousands upon
thousands of young mothers have been in terrible mental anguish
during this stage of expectancy. It does seem to me that there should
be some way to avoid that kind of a situation.

Thank you very much.

Mr. Moss. Mr, Chairman$

The Crzamryan. Mr. Moss.

Mr. Moss. I have just a couple of questions. One, I would like to
have some clarification of this authority of the Secretary in the matter
of investigative or experimental use of drugs. He may not deny the
right to a drug for investigative or experimental purposes, may hef

Mr. Corier. T think that in an extreme case he probably could,
Mr. Moss.

Mr. Moss. The law says that he shall promulgate cuch rules and
regulations for its use.

Mr. Coreer. Yes.

Mr. Moss. For this purpose.
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Mr. CoTLER. Yes,'but, if the information which he vired be

x?: ] furnished to him showed such a clear case of danger and lack of
at , safety, perhaps he could even stop it under those circumstances.
d Mr. Moss. That is a question that is unresolved at the moment.
: . Mr. Corier. It has never been attempted, but I don’t think it
k ; cauld be challenged.
Mr. Moss. Now I am interested in the objection to granting the
$ Secretary the authority to summarily remove, after approval, a drug
where there is an inuninent hazard to the public health.  You indicate
. ] that in all probability a judge would grant a temporary order. He
1 | might not, however. It isn't totally inconceivable that he might not.
‘ Mr. Coreer. I think it would depend on the strength of the Secre-
tary’s case.

w

Mr. Moss. It is like the question I asked just a few moments ago.
This is one of those things that is unresolved.

Mr. CotLer. Yes.

Mr. Moss. What is so onerous about the language which requires,
one, that there be an immediate notice upon the suspension of ap-
proval, and that the order state the finding upon which it is based ¢

Now if it were capricious, certainly you could go into court at that
point on the basis of the order and challenge the action of the Secre-
tary, could you not¥

Mr. Beestey. May I comment on the question, Mr. Moss#

Mr. Moss. Certainly.

Mr. BeesLey. We have here a situation where a manufacturer has
a substantial investment in a product, usually millions of dollars in
the research, in the development of that product, and here the manu-
facturer has launched it on the market again, with an investment
of a lot of money. It seems to us that before a virtual death sen-
tence can be passed on that activity, that the manufacturer should
have a hearing for a temporary suspension is virtually a death
sentence, because with the publicity that would be attendant to taking
that product off the market temporarily, it would in effect be killing
the drug completely.

Now i1f it is warranted, that is fine, but if it isn’t warran then
we think that that is really an arbitrary use of the power that is
unjustified.

Mr. Moss. What would be the effect of the Secretary seeking a
temporary injunction? Wouldn’t there be the attendant publicity,
and from the standpoint of a death sentence just about the same
effect ?

Mr. Beesiey. Well, that could be, but at least a court of law would
have to pass on the question.

Mr. Moss. Here we are discussing the finding of an imminent haz-
ard to the public health.

Mr. BersLey. Yes.

Mr. Moss. Now if for that finding—and T would trust that it would
not be capriciously made,

Mr. Berseey. Indeed.

Mr. Moss. If the evidence is such as to convince the Secretary, and
of necessity before he is convinced the staff of the Food and brug
Administration must also be convinced that there is an imminent
hazard, then we are talking about 2 most unusual case rather than
the routine: are we not{

88589—62——14
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Mr. Beestey. Yes.

Mr. Moss. And at that point, having convineced the agency and the
Secretary, shouldn’t we be then concerned with the immediate pro-
tection of the public! There must be fzirly persuasive evidence at
hand for that conclusion to be reached.

Mr. Beestey. Mr. Moss. I would like to submit that in my judg-
ment these occasions do not require such precipitate action.

Now then. may we take the recent unpleasant situation? 1 have no
personal information on this, but judging from the newspaper reports,
1t is my understanding that the allged connection between thalidomide
and deformities has been known for some 8 months. In fact, one
magazine of national circulation, aside from the articles that had ap-
peared in the medical journals, one lay magazine of national circula-
tion published this in late February.

Mr. Moss. Mr. Beeslev, we are not talking about the type of case
that would be involved here. 1We are talking here of a preparation
previously approved. Thalidomide was not in that category. Ap-
proval was withheld on thalidomide because of the vigilance of a
member of the staff of the Food and Drug Administration.

Mr. Beestey. Correct, that which was marvelous.

Mr. Moss. Here we are discussing one where approval has been
given, and on a broader use undoubtedly some development has
emerged, in its totality, that must be very persuasive if the Secretary
is to make a finding of an imminent hazard to the public health.

Mr. Beescey. Well, may T allude to another recent example that
has been in all, or was in all, of the newspapers for several days, the
preparation Enovid, made by a company with which I am net asso-
ciated. but the company is a member of this association.

It is a marketed product. T am sure that company had made tre-
mendous investrment in the research that went into the development
of this product. It has been, in the view of very competent clinicians,
a worthwhile product.

Yet there was some publicity in medical journals and in newspapers
and lay journals which would perhaps have given rise to the belief
that this drug should be summarily taken off the market. Now for-
tunately the Food and Drug Administration did not reach that con-
clusion.

Mr. Mosce. Tt acted with great restraint.

Mr. Beescey. Indeed, that is correct.

Mr. Moss. And with a very fine sense of responsibility for the role
it plays.

Mr. Bresecy. That is cotrect. May I point cut, however, that in
another conntry, Norway. the drug wa< actually taken off the market.

Now then. fortunately, here the Food and Diue Administration
acted with great restraint, and I think acted very wisely. Yet I sub-
mit that the decision might have gone the other way, and if they had
had this power

Mr. Moss, And had it gone the other way, my point is that going in
and seeking the temporarv restraining order would have been just
as damaging as the procedure here, the difference being that if they
auessed richt, in moving to remove it, that from the moment of a
guess the product is off the market.

Mr. Beestey. We are laying great stress on judicial review.
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Mr. Moss. Well, it is provided here inherently.

Mr. Corier. After the fact.

Mr. Beescey. After the fact, though. We are talking about before
the fact.

Mr. Moss. Of course, counsel indicated that all the judges would
very quickly respond to the request of the Secretary and grant the
temnporary restraining order.

Mr. Curier. Mr. Moss, it seems to me this is a matter of your phi-
losophy. We can all think of cases where administrators shouls be
allowed to act without hearings, without talking to the people whose
lives and businesses they are a’ﬁ'ecting, and without going to any court
first. But that hasn’t been the philosophy of our Governimient. Wher-
ever we can, we have always provided for some sort of review by a
court or a hearing procedure on the discretion of one man.

Mr. Moss. No.

Mr. Corier. That 1s all we are asking for here.

Mr. Moss. I would say that there are any number of instances in
administrative agencies, touching in my judgment upon less critical
area than the pui)lic health, where the agency can move summarily,
and the review is after, not before the fact. I chaired a subcommit-
tee on the Home Loan Bank Board. They can seize a solvent insti-
tution and then provide for hearings, seize it whenever they have
made certain determinations not as far reaching as the determination
which must be made here, and there, because they are not subject to
the Administrative Procedures Act, some of the review authority
inherent here is not present.

So I don't think 1t goes to philosophy, because the history in some
of these administrative agencies has already created a philosophy. 1
think the phiIOSOPhIY here is how far do we have to go to prudently
Erotecn the public health, at the same time maintalning a proper

alance.

Mr. Correr. Yes.

Mr. Moss. Which does not destroy the industry.

Mr. Curier. Part of our problem lere, )?r. Moss, is that of a
standard of “inuninent hazard to the public health.” Now what is
that? Is it such a clear case of unsafety that it is dangerous to gr-
mit the time necessary for a hearing. That would be one thing. But
all of us could fill in the content of “imminent hazard to the public
health™ in different ways.

Mr. Moss. I would so interpret the use of the term “imminent haz-
ard to the public health” to require a very clear showing of an imme-
diate hazard.

Mr. Corier. I would think, sir, that the differences between us
could well be resolved by furtler and more careful definition of the
phrase we are talking about, the standard to be applied.

Mr. Moss. I think that'is quite possible, and I don’t think this
would be violative of any philosophy or principle of government to
which we both adhere.

Mr. Corrzr. Yes, sir.

Mr. Moss. That is all the questions I had, Mr. Chairman.

The Ciramyax. Mr. Beesley, thank you very much again for your
presentation here this morning. The committee will be In recess until
9 oclock, at which time Dr. Chester S. Keefer, will be the first

-

witness.
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(Whereupon, at 12:05 p.m., the committee recessed, to reconvene at
2 o'clock on the same day.)

AFTERNOON SESSION

The Caameman. The committee will come to order.

The first witness this afternoon is Dr. Chester S. Keefer.

Dr. Keefer, we are pleased to have you and we will be glad to have
your testimony. ;

STAW OF CHESTER S. KEEFER, M.D., SENIOR MEMBER, EVANS
MEMORIAL DEPARTMENT OF CLINICAL RESEARCH AND PRE-
VENTIVE MEDICINE AT MASSACHUSETTS MEMORIAL HOSPITALS

Dr. Keerer. Thank you, sir.

My name is Chester S.ukeefer. I am senior member of the Evans
Memorial Department of Clinical Research and Preventive Medicine
at Massachusetts Memorial Hospitals, and am also Wade professor
of medicine at Boston University School of Medicine. I have held
both of those posts for more than 20 years.

It may be a matter of special interest to this committee that duri
the early 1940's I was in charge of the nationwide collaborative clinicai
trials of penicillin and streptomyecin, and that I served in 1953-55 as
Special Assistant for Health and Medical Affairs to the Secretary of
Health, Education, and Welfare. A more complete statement of my
background has been submitted for the record.

For the past several years I have served on the board of directors
of Merck & Co., Inc.

I do not appear before this committee as a representative of that
company or of the drug industry, but as a doctor and professor of
medicine.

I have been asked by Dr. I. S. Ravdin, vice president for medical
affairs of the University of Pennsylvania and one of our most distin-
guished surgeons, to present for the record of these hearings a state-
ment with respect to the legislation under consideration. That state-
ment has been endorsed by 16 other outstanding physicians and sur-
geons, whose curricula vitae is furnished to the committee to be at-
tached to this statement.

All of the sponsors of the statement hold or have held positions of
responsibility 1n medical schools, in medical societies, and 1n hospitals
throughout the country. I am pleased to join with them in their
statement and ask that it be included in the record at this point.

This committee is today hearing testimony on legislation to amend
the laws with respect to new drugs. The widesprea publicity on con-
genital malformations in infants—malformations which have been at-
tributed to the drug thalidomide—has intensified public interest in
our drug laws.

While we can be glad that our present system worked to prevent the
general introduction of the drug 1nto this country, we should heed the
warning implicit in the tragedy and conscientiously examine the laws
and regulations under which we operate.

This committee has demonstrated in its long experience with drug
legislation an ability to deal in such sensitive areas with perspective
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and perception. Those qualities are urgenty needed today if we are
to have legislation which will in fact advance the interests of the
health of the Nation without at the same time jeopardizing the steady
flow of new and improved drugs which enable the medical profession
to carry on its never-ending battle against the critical and crippling
diseases for which we now have no adequate prevention, treatment,
Oor cure.

I have recently been asked by Dr. Lowell T. Coggeshall, a vice presi-
dent of the University of Chica%o, to serve with him and other scien-
tists on a commission for drug safety. )

The purpose of the commission is to advance scientific knowledge
of the predictability of action in human beings of new pharmaceuti-
cals, and T am confident that its work will result in increased safety in
clinical testing.

The need of advances in testing procedures for the safety of new
drugs, while always a matter of concern, has been dramatized by the
reports that the drug thalidomide has been associated with the death
or deformity of newborn babies in Germany, in England, and in other
countries where the drug was released for genera] use.

Historically, pharmacological testing of new drugs in animal experi-
ments has been quite a reliable yar&stick in determining whether
the drug is sufficiently safe to warrant clinical testing in human beings.

Howerver, the n for tests to detect the possible relationship be-
tween therapeutic use of the drug and the occurrence of congenital
malformations had never before been generally recognized.

That can be classified as a gap in scientific know]egg&

Even after the fact, no one knows the precise nature or extent of
the relationship between the drug and the deformities. As has been
stated by Senator Humphrey:

All we know is we do not know enough.

Among the purposes of the commission on drug safety will be to
study ways of improving pharmacological testing so that the risks
in chinical investigation may be minimized.

Although the bill before this committee deals with drugs in general
use and does not deal specifically with the investigational use of
drugs, I wish to say a word at this point to help lay at rest a dis-
tortion that has crept into the current discussion of the testing of
drugs.

T%mt is the human guinea pie concept, a term that lends itself to
abuse and misunderstanding. Every advance in science requires trial
and experimentation.

The law requires that prior to marketing, a drug be extensively
tested for its effect on human beings. Before that is done extensive
pharmacological testing on animals is required.

There is, however, no substitute for the trial of drugs in man. I
think it should be emphasized, as stated by Mr. Larrick and Dr. Kelsey
of FDA, that_the responsibility for the administration of drugs to a
patient, whether the drugs ate on the market or in an experiméntal
“stage,is that of the physician.

Tt ismost important To see the thalidomide tragedy in perspective,
and to act with knowledge and understanding of that perspective.

During the past several decades, tremendous progress has been made
in drug therapy. This has been due in large measure to the dynamic
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research programs of the American drug industry. Countless lives
have beenh saved. ,

Millions have been helped to live happier, more productive lives.

But there is no such thing as absolute safety or absolute effective-
ness. And progress does fiot ‘¢ome without the payment of gothe price,

We have been extremely fortunate in this country in the low price
we have paid for tremendous progress in drug therapy. I think the
Food aind Drug Administration and the drug industry deserve tre-
mendous ¢redit for the advances which have been achieved under otr
present Yaws as compared with the almost minimal occurrence of sefi-
ous side effects. o L R .

I think the Food and Drug Administration has been improperly
criticized for permitting certain drugs to be marketed which later
were recalled. -

Medicine is at best an uncertain science. There is no way of utti‘i(iig
a new drug application through a computer and knowing what ad-
verse side effects may occur. ﬁespite this fact the safety tests for new
drugs in this country have proven remarkably effective. )

In the past 4 years, according to the records of the Food and Druj
Administration, approximately 784 new drugs have been qmi‘k’ert:g
and only 15 have been withdrawn (generally on the basis of informa-
tion as to side effects provided by the manufacturer).

The combined incidence of unwanted effects of all of those 16 drugs
did not approach the incidence of effect associated with thalidomide.
That seems to me to be an exceptional record of responsibility, rather
than one which merits censure for the handful of withdriwals.

I recognize in the legislation presently under consideration by this
committee an effort at a constructive approach to some of the p‘r%}éiﬁé
faced by the drug industry and the FDA. )

Since they are at the same time problems of Ameriean medicing
and of the American peaple, I know this committee will approach
them objectively and will not recommend legislation which Would
unduly obstruct research in new drugs which are vitally needed by the
doctors and the people of the country. .

Today tuberculosis, pneumonia, and other scour%e’s of the recent
past are no longer among the top 10 killers, due largely to break-
throughs in drug therapy.

But we are still confronted with the scourge of diseases &uch 48 heart
disease, cancer, mental illness, neurological disorders and fhany éthers.

1 am sure no one of us would wish to retard much-needed reseakch
leading to new drugs or in any way to delay the availability of existing
drugs for cancer and other uncured ailments. Keeping a useful di)g
off the market or unduly delaying its marketing may trequently in
itself be a great detriment to public health. .

Toda?' we regard the drugs of 1942 as outmoded. It is to be
hoped that the doctors of 1982 will consider the drugs of 1962 just as
outmoded. That can be accomplished only by continuatioh 6f the
present dynamic drug research program. )

My concern is that there is danger in the present legislation of over-
vegulating the drug industry, the research it conducts and the elinieal
investigation it fosters. I am also concerned that it should not plage
so much authority and responsibility for recordkeeping afid réview in
the Food and Drug Administration as to weaken und perhaps destiey
its ability to carry out its assigned tasks.
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As this committee is well aware, legislating in the area of new drugs
requires objective perspective and mature judgment. The drug in-
dustry, the FDA, and the conscientious physician are all vitally inter-
ested in the discovery, development, and applications of new and use-
ful drugs. They are also interested in making new drugs accessible
to all patients who need them as promptly as possible—because drugs
are for patients who need them.

I should like to read the statement by Dr. Ravdin,if X may.

StatesmeNT ofF Dr I 8. Ravory

The subscribers to this statement are doctors of medicine. We hold, or-bave
held, positions of responsibility in medical schools, in medical gocieties, and in
hospitals throughout the country. - We represent one ar more of the many flelds
of medicine. and for this reason we feel a responsibility to comment on H.R.
1158L

The tragic thalidomide experience of recent weeks has understandably tocused
attention on drug research as a whole. Improvements, particqlarly in the areas

"of clinical investigations, may be made through the streangthening of certain

reguldtions.

However, broader legislation conceived in an emotienal atnosphere must be
viewed in the light of its possible detriment to independent and creative re-
search by the pbarmaceutical industry of this country,

In our opinion, H.R. 11581 raises a serious medieal issue by praviding that, in
addition to showing that a new drug is safe, a mapufacturer must also prove to
the Food and Drug Adminisfration that it is “efficacious.” Proof of efficacy is
desirable only if the “efficacy” reqqirement is takeg to mean that a manufacturer
should prodcce substantial evidence that a drug hag the effect the manufacturer
claims for it. :

If proof of efficacy is interpreted as meaning more than this, then there is a
serious danger that this provision of the bill would keep many valuable new
medicines from the American people.

We ask the committee to consider the follawing points:

(1) Medicine is in part an uncertain science. There is at the present time
no precise method for aet,grmining absolute efficacy or effectivemess. Such a
determination must freguently be based upon medieal opinion, and medical
opinion is not always unanimous.

(2) Phrsicians very often have differing opinions about the usefulness of an
agent in treating a particular disease. Many eminent pbysicians, for example,
favor the use of the corticosteroids in the treatment of rheumatoid arthritis, but
others believe that the corticosteroids are not the dryg of choice for this
purpose.

Under such circumstances, it is difficult, {f not impossid)e, to determine the
exdact effectiveness of the corticosteroids in treating rheumatoid arthritis. It
would be an appalling development to have the FDA, directly or indirectly
Umiting’ the rights and responsibilities of a prescribing physician by determin-
ing. for example, the corticosteroids should not be marketed Lecause of the
FDA's opinion that they l@gk efficacy.

(3) Drugs are not umiformly effective in individual patients even with the
same disease. In tbe case of epilepsy, some of the available drugs are useful in
treating perhaps only 20 percent of the patients suffering from this disease.

But ive believe it s;ould be wrong to deny a drug to this 20 percent because
that drug ig ineffective in the treatment of tbe remaining 80 percent of those
suffering from epilepsy.

If g drug company should be required to submit a preponderance of evidence
a8 tg the g;t'ectlveness of a new drug, it is highly doubtful that sny drug which
is effective in treating a limited percentage of patients would ever be marketed

(4) To ye truly effective, the medieal profession needs an expanded and im-
proved arsenal of drugs. We have eonfidence that the -American prescription
g:g iggxgm, if pernitted to operate in an atmosphere of freedom, can supply

to )

“1n our judgment, both the industry and the medlcal profession—and ultd-
matfely ‘the Armerican people—would suffer if Government were to require any-
thing more than substantial evidence that a drug is effective for the use
claimed for it.” By “substanrial” evidence we mean that the clinical testing data
submitted to the FDA should be performed by truly competent and qualified
clinical funvestigatorgs and that the medical evidence supporting the claim of
effectiveness should be significant,
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(8) To require a drug company to submit a preponderance of evidence as
to the effectiveness of a new drug is, in our judgment, unreasonable. It is a
well-known fact that the majority of expert opinion bas at first often been
opposed to what later was proven to be valuable new discoveries in medicine.

Yet such discoveries have, in the long run, greatly beneflted our people. Under
this bill, a finding by the FDA that a company has not submitted a preponder-
ance of evidence as to the effectiveness would for all practical purposes keep
that drug—possibly a lifesaving one—from being marketed.

We believe that the Food and Drug Administration should continue as the
protector of public safety. When a new drug is under consideration, we think
it should insist that substantial evidence of effectiveness be demeonstrated before
the preduct is released for marketing. But we believe it is the physician’s re-
sponsibility, and bis alone, to decide whether a drug will be effective in treating

his patlents
There is one other major provizion of the bill that we feel is pot in the public

interest—that relating to trademark names.

It is our opinion that trademarks are of great value to the physician. It is
often said that all prescribing should be done by genheric names, but such a
suggestion overlooks the realities of medical practice.

In the course of his experience, the physician gradually builds up confidence
in certain pharmaceutical firms because he knows that they will supply him
with drugs of reliable quality. He identifies certain trademark names with
the firms he favors, and these names serve as a shortcut for writing prescriptions.

Moreover, there is evidence that the same generic-name drug, produced by two
different companies, way react quite differently in a patient. This occurs not
because of differences in the active ingredients, but because of variations in the
wiert ingredients used. For this reason, the doctor comes to rely on trademark
nauies.

In our opinion. therefore, the provision of H.It. 11581 that calls for generfc
names to take precedence over trademark panies on the label will, we believe,

. only complicate normal procedures in the day-to-day practice of medicine.
This statement, Mr. Chairman, has been signed by Dr. Henry
o Bockus, of Philadelphia; Dr. Wallace M. Yater, Yater Clinic, Wash-
o ington. D.C.: Dr. William A. Sodeman, dean. Jeflerson Medical Col-
\ lege, Philadelphia; Dr. William A. Altemeier, Cincinnati, Ohio; Dr.
' Loxal Davis, Northwestern Medical School, Chicago, Ill.: Dr. Reed
Nechit, University of Michigan Medical School, Ann Arbor, Mich.;
Dr. George E. .\rmstlong. New York University School of Medicine,
New York. N.Y.: Dr. Julian P. Price, Florence, S.C.: Dr. Francis
Waood, Phlhdelphm Pa.: Dr. Michael E. ﬂeBnl\ev Bavlor Univer-
sity, Iouston, Tex.; Dr. Harold Glendon Scheie, University of Penn-
‘;\l\ ania, I’lnhdelphn Pa.: Dr. Ho!mrd Mahorner. director, Mahor-
ner Clinic, New Orleans, La.; Clifford Barborka, Chlc.mo Ti.;
Dr. To\(’])h Marchant Hnman Jr dean, Tufts University ~School
of Medicine, Boston, Mass.: Dr. Cecil J. Watson, University Hos-
pitals, \Inmmpohs Minn.: Dr. Alton Ochsner, New Orleans, La.;
TLeroy E. Rurney, M.D., vice president of health sciences, Temple
University School of \Ied]cmo Philadelphia, Pa.: Warren Henry
Cole. M.D.. profe~sor and depdltment head of \lerC‘l v, University of
Ilinois, Research and Educational Hospital. Chicago. I11.: Thomas
Morton Durant, M.D, Temple University School of \Iedlcme Phlla-
delphia, Pa.: William M. M. Kirlv, MD.. Univerzity of Washin
ton Medical Sclicol, Seattle, Wasli.: George Widmer Thorn, M.
Peter Bent Bringham Ho\plml Bo\ton Mass.: Barnes W oodhall,
AMLD., dean. Duke U niversity, School of Medicine. Durham, N.C.;
Paul Dudley White, M.D.. Hoston, Mass.: and my<elf.

Thank you very much, sir.

The Criamaay. Thank vou, Doctor, for your statement, and the
statement from other well-known medical peaple in the cmmtry
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- as 1 am sure the committee appreciates your concern with reference
S en to the problem as you have very appropriately outlined in your state-
ine. ment to the committee. I am certain that the committee will give
der very careful and close attention to these problems, keeping in min
ler- our objective in this legislation, which is to pmvi(ie the appropriate
eep authority, without doing irreparable harm, to the continued research
the and development of drugs and that will alleviate human suffering.
ink | Any questions of the committee?
tore X Mr. DinceLt. I have several but T would be happy to yield to Mr.
v 3 Schenck. '
€ _ The Cramaran. Mr. Schenck,

blic ‘ Mr.- Scaenck. I listened with great interest, Mr. Chairman, to

| the statement of Dr. Keefer, and I know that Dr. Keefer is very
;“ 1 distinguished, able and a highly recognized member of the medical

. 1 profession.

nce . Dr. Keerer. Thank you, sir.
bim : Mr. Scuexck. And, therefore, the statement is very important to
rith : this committee,
::‘:.‘ ¥ Of course, I am not a trained person in medicine, pharmacology
not 1 or any of the allied fields. I am wondering, Dr. Keefer, as a member
the of the medical profession, whether or not you know if the phar-
ark maceutical companies are using a great deal of care in the selection
\rie g of the doctors to whom they allot certain quantities of a drug to be
e, tested ¢

Do the drug manufacturers carefully select those men or women?
wry Dr. Keerer. Mr. Schenck, I would say that they used extraordinary
care in selecting highly trained clinical investigators when the’Iy at-

1 here

i,l}_ tempt to place an important drug on the clinical trial basis.

Dr. are a number of highly qualified clinical investigators in the United

sed States. In fact, there is a 50-year-old society known as the American

h.; Society of Clinical Investigation, and these young men. I say young

ne, men. because they must join the emeritus list at the age of 45, have

cis all been highly trained in our university and hospital clinics 1n the

er- techniques of clinical investigation. . .

0- So, that T would say that in my own experience these investigators

or- have been selected with great care and with great critique. .

.- Mr. Scuexck. That is very reassuring. Dr. Keefer, do these in-

o0l vestigators make a rather careful case study of the patient prior to

os- prescribing of new drugs?

a.; Dr. Krerer. Yes, sir.

ple Mr. Sciiexck. Isthat a general proceduref .

v Dr. Kerrer. Yes, sir. They certainly do, and they prescribe such

of an investizational drug only to patients to whom they feel might

\a8 be benefited by such a drug. ) ) o

la- They take a careful history and decide after physical examination,

‘- whether or not such a drug would be suitable for clinical trial in that

g_ individual patient. .

dl: _ Mr. Scriexex. As vou hare pointed out. Dr. Keefer, in your state-

N - ment or in this additional <tatement from others which you presented

o here. that different individuals react differently to the same drug.
Dr. Kexrer. Yes, sir.

he Mr. Scnrver. And also the inert or filler part of the medicine is

quite often a determining factor.
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I am told that the drug which has been recently discussed in the
»ress as one of the contraceptives, as ha\"m% developed some throm-
{mphlebitis that that situation would be likely to occur if the patient
had had a rheumatic type injury or illness to his or her heart.

Therefore, such condition or other conditions should be shown up in
the history of the patient if the investigating or the clinical doctor
lad made a very careful case study of that, is that true?

Dr. Keerer. That is true, sir.

Mr. Scnexck. So it may well be that thrombophlebitis cases which
have developed because of inadequate case histories, perhaps?

Dr. Keerer. No, sir. I don't think that that necessarily follows,
because thrombophlebitis is a very common disorder and can occur
under a wide variety of circumstances, and is certainly one of the
major problems in the study of diseases of the blood vessels and par-
ticularly the veins.

So that occasionally—some patients, whether they are taking drugs
or not, will develop thrombophlebitis, and it is particularly true
if they have an illness and are confined to bed or have some slight
injury to an extremity. These factors must all be taken into account
when a patient develops thrombophlebitis. It may not be related
to any medicines that the patient has been taking at all.

It is only when a side effect, or an unwanted effect or a complication
arises during the treatment of a patient which appears with regularity
and frequency. and is unrelated to anything other than what one may
determine as drug therapy, that one is justified in drawing the con-
clusion that the drug therapy itself has promoted the development of
the thrombophlebitis.

Mr. Scuexck. Mr. Chairman, I have just two brief questions.

It has been suggested that the pharmaceutical companies must
include in their advertising in medical journals all of the side effects
and contraindications. Do you feel that would be necessary or proper
or helpful?

Dr. Keerer. Sir, Mr. Cain is going to discuss this matter this
afternoon.

Personally. T do not think that it is necessary to include all of
those fact< 1n advertising. because it would really mean that so much
space would be devoted to repeating what is in the usual package
inserts or the monographs of drugs that advertising would lose its
effectiveness, particularly since advertising is mainly for reminding
the doctor of products.

Mr. Scrrexci. Each of the physicians then. Dr. Keefer, do receive
rather complete monographs or the information packaged with the
drug, do they not

Dr. Keerer. Yes, sir.

Mr. Scuexcg. And that is rather complete ?

Dr. Keerer. And these are all approved by the Food and Drug
Administration.

Mr. Scuexck. And that is required by the Food and Drug Admin-
istration?

Dr. Keerer. Yes, sir; it is.

Mr. Scuexck. All right. Now, just this one final question, Dr.
Keefer.
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On page 4 of Dr. Ravidin’s statement, and endorsed by others, line
9 and later down, he uses the same word again, you discuss the pre-
ponderance of evidence as to the effectiveness of the new drug.

Now, are you interested only in the effectiveness or are you also in-
terested in the safety ¢

Dr. Keerer. “’e{l, sir, we are very much interested in safety as
well as effectiveness.

Mr. Scaexce. Wouldn’t you feel then that this statement might
well be revised to that extent that you might include “effectiveness”
and “safety”?

Dr. Keerer. Yes, indeed. The reason it was not included in the
statement, sir, was that we took this for granted, really, that we are
concerned primarily with safety as well as effectiveness.

Mr. Screxck. Thank you very much, Dr. Keefer.

Thank you, Mr. Chairman.

Dr. Kzerer. Thank you. .

Mr. Dixeer. Doctor, you indicate in your statement that you feel
it is unwise to require a drug to be labeled with the generic name,
is that your position?

Dr. Keerer. No. No——

Mr. Dixgerr. You say:

There is one other provision of the bill that we feel is not in the public inter-
est—that relating to trademark names. It Is our opinion that trademarks are
of great value to the physician. It is said that all prescribing should be done by
generic names

TWhere in the bill does it appear that all prescribing should be done
by generic names?

Dr. Keerer. Well, it does not appear in the bill.

Mr. Dixgece. It does not appear in the bill

Dr. Keerer. No, sir.

Mr. Dixcere. Then you have no objection to the bill on its language
dealing with generic names?

1 assume you have read the bill and are familiar with it, aren’t you,
Doctor?

Dr. Keerer. Yes. I am familiar with the bill. It says here:

In our opinion the provision of H.R. 11381 that calls for generic names to
take precedence aver trademark names on the label we beliere will only com-
plicate normal procedures in the day-to-day practice of medicine,

Mr. Dixcern. Allright.

Let’stake alook at that.

If this bill is passed, you will get a bottle with a label first of all
giving the generic name and then the trademark name, am I right ¢

Dr. KeeFer. Yes.

Mr. Dixcern. Al right.

How isthat going to complicate the practice of medicine ¢

Dr. Keerer. Well—-

Mr. DixceLn. You will still be able to presceribe by trademark name
if vou are so minded, wouldn’t you ¢

r. Keerer. 1 hope so.

Mr. Dixcerr. All right.

You will have available to yvou one additional piece of information.
will vou not? You will have available to you not only the trademark
name but vou will also have the generic name available to you, isn’t

that right ¥
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Dr. Keerer. The doctor has that information available before he
writes the prescription.

1 Mr. DixNceLL. 1 am aware of that, but that will be on the label of the
commodity that he prescribes. What is bad about that?

Dr. Keerer. \VeYl, I don’t think there is anything bad about it.

Mr. Divgerr. All right. :

So you then have no objection to it ¢

Dr. Keerer. Itisjust required by law. Al right.
ba?iln Drxcers. But you have no objection to it then because it is not

¢

Dr. Keerer. No.

Mr. Dixcetr. Then your statement with regard to this point you
might like to revise at this point by indicating to the committee that
you have no objection to this section then?

Dr. Kxerer. I have no objection, it is a matter of -precedence.

Mr. Dixgerr. Isee. But you have noobjectiontoit?

Dr. Keerer. No.

Mr. DixgeLn. As a matter of fact, you do not feel then that this
section is not in the public interest, as you have indicated on page 4
of your statement ¢

Dr. Keerer. It is largely a question in my mind and in the mind of
the committee——

Mr. Dingect. Just a minute, Doctor. You are an intelligent man,
you are schooled in pharmacology, and I assume you are schooled
1n the drug trade and also in medicine.

Tama zl’nym:m, but T am able to read a statement and you are. too.
You state this is not in the public interest and then you state you have
no objection. Which of the twoistrue?

Dr. Keerer. It is simply a matter of precedence.

Mr. DixceLs. But you have no objection to it, as you indicated ?

Dr. Keerer. No, I have no objection.

: Mr. Dixgerr. T would like to talk to vou a little here about efficacy;
5 vou devoted a great deal of your statement to efficacy.

' Do you feel the drug industry should be able to market new drugs
with claims that are not supported by medical evidence ?

Dr. Keerer. No.

Mr. Dingeu. You don't think that issound or in the public interest ¢

Dr. Keerer. No. I do not.

Mr. Drxeere. All right.

It has been said up to 20 percent of the new drugs studied by the
AMA’s Council on Drugs since 1956 are being promoted by ore or
more claims unsupported by reliable evidence.

In your view is this a situation that chould remain unchanged by
this new legislation ?

Dr. Keerer. Who says this?

Mr. Dixgerr. T just say—mwell, let’s make first of all, the assump-
tion, let's just say for purposes of the arcument then, that this state-
ment is true [laughter] do vou think that this [laughter] do you
think that this<itnation should continne ? ’

Dr. Kecere. Why. no: Tdon't think it <hould continue.

Mr. Drxcece.. T think, by the way. if vou would check the Celler
hf'a}i‘ings, I think you will find something to this effect in there. All
right,
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Now, is what you are saying that the drug manufacturer should be
allowed to claim that his drug will prevent heart attacks if he has
medical study to support it even though the preponderance of evidence
shows the claim is false ? )

/ Dr. Keerer. Certainly not.  If the preponderance of evidence would
show that the claim is false he certainly should not be justified in say-
ing that it wastrue.

%h: Divcere. I see. Would he be justified in marketing a drug
where the preponderance of the medical evidence shawed that his
claims of efficacy were not true?

Dr. Keerer. Well, this is 2 matter of opinion, and a question en the
part of the experience of a doctor who uses these drugs as to whether
or not, in his experience, it has prevented heart attacks or not.

Mr. Dixgecr. All right.  Well, then, you say—you say, then, that
the drug manufacturer should be allowed to market a drug based on
claims of efficacy even though the preponderance of sound medical evi-
dence shows that the drug has no efficacy ¢

Dr. Keerer. Well, if the evidence is substantial that it has pre-

» vented. let us say, heart attacks in 20 percent of cases over a period of
t 5 years compared to a group who have not received similar therapy,
b I think that that is substantial evidence. ‘

Mr. Dixgere. Let’s go ene notch further here. 1Which one of the
manufacturers do vou work for asa consultant?
Dr. Keerer. I don’t work for any manufacturer.
Mr. Dixcerr. Youdon’t work for any of them at all.
Let’s assume you were a manufacturer and you had an unfair labar
ractice case hefore the NLRB. and vou said that there was an unfair

» abor practice and the union said there was not.

& Would you regard it as appropriate that the NLRB shoyld find
1 against you because there was some substantial evidence on the ather

5 side even though you presented a preponderance of evidence?

Dr. Keerer. Mr. Dingell. T am not a lawyer and T am not an expert
in labor relations, so I don’t kmaw how I eould answer that question
adequately.

Mr. Dixgere. Well, now, yvou see, Liere we are, we are g@ing to say
we can market these drugs even though we can say there 1s only sub-
stantial evidence.

Yet you will concede that circumstances under your testimony will
arise in the course of events whereby the preponderance of evidence
will say that the drug has no efficacy. and where you say, or rather
where the person who wants to market it has only some substantial
evidence ta show that the drug has efficaey, is it your feeling that all
of these where the preponderance of the evidence shows there is ne
efficacy should be marketed even though there is just some substantial
evidence to show that the drug does have efficacy ¢

Dr. Kreerer. Well, I think that this is a matter of relative judgment
and experience with the deportment of any drug, and I don’t think
that drugs are ever marketed that have been in clinical trial that have
no efficacy.

Mr. Drxgewr. How many drugs are marketed for the treatment of
arthritis?

Dr. Keerer, Well| I wouldn’t know, but T would say that there are
a great many.

E
4
j:
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Mr. Divgerr. A great many. How many of these actually have
efficacy in the treatment of arthritis?

Dr.” Keerer. Well, this is a matter of opiniou and statistics de-
veloped by the doctor who observes the patient and follows the course
of his illness, who knows the patient and knows the course of the
- disease. -

So that some drugs are much more effective in the treatment of
‘ arthritis than others. It depends upon the stage and type of the
( arthriﬁs.

j . Mr. Drxeere. Do you think that a drug ought to do what the manu-
facturer says when he goes to put it on the market?

Dr. KeerFer. 1 do.

Mr. Drxcern. All right. If we take this as being the test of efficacy,
do you think that the efficacy should be supported just by substantial
evidence or should it be supported by the preponderance of evidence?

Dr. Kzerer. I think it should be supported by substantial evidence.

Mr. Correr. Mr. Dingell, if I can Ereak in for 2 moment, sir, Dr.
Klumpp has some 10 pages of detailed discussion on this precise point
which we would be reaching very precisely.

Mr. Dixcerr. I see. I had read this gentleman’s testimony and it

i was my impression he was here speaking on efficacy.

Mr. Cotier. He is speaking as a doctor; Dr. Klumpp is speaking
as a manufacturer and as a doctor.

Mr. Dixgern. Thank vou, Mr. Chairman, no further questions.

The Cuairyax. Mr. Younger?

Mr. Yor~xcer., Thank you,i{r. Chairman.

It has been suggested that a doctor should notify his patient if he
is administering the drug in an expertmental manner.

What is vour feeling on that?

Dr. Keereg Well, Mr. Younger, I would say in my own experience
that the vast majority of physicians inform patients that they are
using an investigational drug, and since he is not able to prescribe
that drug, and the patient is not able to buy it, he usually gives it to
the patient and informs him. If he happens to be an ambulatory pa-
tient, he inctructs the patient how to take it, and then gives him all
the instructions and tells him usually what it is. Also he asks the
patient to report any symptoms that may be considered to be un-
wanted, and also observes this patient to determine what effect the
drugs have actually had.

For example, if it is a new drug for the treatment of hypertension,
usually he prescribes it, the patient takes it, and he takes his blood
pressure periodically, patients often take their own blood pressure
at home, and then they return. Patients often keep very good records
in the form of a diary, and bring it to the doctor for examination.

If the patient is being treated in the hospital, similar records are
kept, so that they can be examined thoroughly and unwanted
symptoms looked for, and also determine what the action of the drug
has been in the patient.

Mr. Yorxeer. As vou know, when you go to the hospital for an
operation you sign a statement that you consent to the operation, and
so forth.

_What would be the attit~  f the doctors, perhaps, of having some
kind of a statement sigmed by the patient acknowledging that this
drug was administered to him for experimental purposest
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Dr. Keerer. Well, Mr. Younger, this is a suggestion that has been
made on a number of occasions and I believe that some doctors make
it a practice to get such a statement from the patient. It is not uni-
versal.

Mr. Youxcer. On page 5 of your statement, one more question, you
mention about 15 incidents where the drug has been withdrawn.

Dr. Keerer. Yes, sir. .

Mr. Yoo~cer. Was that withdrawal by the order of the Food and
Drug or was that a voluntary withdrawal or what were the circum-
stances, do you recall in these occasions? .

Dr. Keerer. Mr. Younger, that is usually a voluntary withdrawal
after discussion with the Food and Drug Administration.

Mr, Youx~eer. Those are not the cases, as you recall, I asked Mr.
Beesley this morning and he could give no incidence of where the
drug was withdrawn by order of the FDA.

Dr. Keerer. Well, I'do not know of any, sic

Mr. Youncer. That isall, Mr. Chairman,

The Cuarraax. Mr. Sibal.

Mr. SisaL. Dr. Keefer, I hesitate to examine you on Dr. Ravdin’s
statement, but I don’t know how else to approach this. He dis-
cusses on page 5 of his statement the fact that there is evidence that
the same generic drug produced by two different companies might
react differently on a patient because of differences in the inert in-
gredients used.

Could you expand on that a little bit so that those of us who ure
laymen in this field follow that a little better?

Dr. Keerer, Well, by insert ingredients is usually referred to the
binder or the chemical substances that make a tablet so that it is more
soluble, or less soluble depending upon its desired effect after, let us
say, a tablet is taken. These binders are different, and have been
developed through pharmacy research so that some of these in-
gredients which are Inert as far as having some unwanted effects are
concerned, may in some instances cause the drug not to dissolve so it
will not be absorbed.

Others will have other side effects. This subject has been studied
extensively by the profession of pharmacy and I believe that this is
going to be discussed later this afternoon in greater detail.

Mr. Smarn. Well

Mr. Screxci. Mr. Chairman, will the gentleman yield ¢

Mr. SmaL. Yes.

Mr. Scuence. As I understand some of these active ingredients
are in such a small quantity that unless some so-called inert material
is added as a filler you couldn’t even handle it

Dr. Keprer. Yes, sir.

Mr. Srear. T understand that, but the point I am getting to is,
does the Food and Drug Administration, in the licensing of a drug,
take ;nto consideration the binder, if you will, which is used with the
dru .

Dgr. Keerer. With every new drug; yes, sir.

Mr. Siar. In other words, when an application is made and a test-
ing goes on and ultimately approval is given by the FDA jt is given to
the whole pack%eﬂ

Dr. Keerer. Right.
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Mr. SmaL. Including the inert material, if you will, and the manu-
facturer is required thereafter, is he not, to continue to use the same
inert material along with the active material; in other words, he does
not have the leeway of changing his binder or changing

Dr. Keerer. That is correct, sir.

Mr. Sipar. In effect, then, the point that Dr. Ravdin makes is that
so far as the réaction of the patient to a particular generic drug it
might be quite different between trade names?

Dr. Keerer. Yes. That is correct.

Mr, Sirar. So the trade name becomes important as well as the
generic name as the doctor prescribes?

Dr. Keerer. That is correct, sir. ’

Mr. Sipar. Thank you very much.

The Cuatrman. What should be used, the trade name, the generic
name, or both?

Dr. Keerer. I beg your pardon, sir?

The Crarraan. What should be used, the generic name, or the trade
name, or both ¢

Dr. Keerer. Well, sir, I think that this is a matter of the judgment
of the physician.

Very often he can prescribe with a generic name and place after it
which company he would like to have provided, whose product he

‘ would like to have provided.
! The Ciramarax. You are talking about prescription drugs now?

Dr. Keerer. Yes, sir.

The Caamrarax. What about proprietary drugs?

Dr. Keerer. Well, I think that a{i, practically all of those drugs are

‘ sold under a trade name.
i e The CraamyaN. Thank you very much, Dr. Keefer.
' ‘ Mr. Scuexcg. Mr. Chairman, I would like to say just one other
thing here. Brand names are important in many, many different
things other than medicine, are they not ?
i Dr. Kzerer. T would say they were most important, sir.
j Mr. ScueExck. You buy food and vou buy automobiles and you buy
k " suits and vou buy evervthing else by brand names, do you not?
¥ Dr. Keerer. Yes, sir,
The Criatrax. Dr. Leonard A. Scheele.
Dr. Scheele, let me, on behalf of the committee, welcome you back to ‘
Cob the committee. We recall your numerous appearances in the past. ],
Lp I see that you are a member of the Warner Lambert Pharmaceutical i
i
|

STATEMENT OF DR. LEONARD A. SCHEELE, MEMBER, BOARD OF
DIRECTORS, WARNER LAMBERT PHARMACEUTICAL CO.

Dr. Scueece. Mr. Chairman, and members of the committee, it is
indeed a pleasure to be back here after 5 years and to see several
friends and new friends.

T amn a member of the board of directors of Warner Lambert Phar-
maceutical Co., which is our parent, and in addition I work with the
research program of our company and with the ethical drug opera-
tion which is Warner-Chilcott Laboratories.
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As you know, I am a physician, having graduated from Wayne
State University, the medical school of that university. I joined the
U.S. Public Health Service and spent 23 years as a career officer in
that service, serving from 1948 until I retired in 1956 as Surgeon
General

I am here today, as you know, on behalf of the Pharmaceutical
Manufacturers Association directing my comments to section 103 and
section 106 of H.R. 11581. Those sections would require reporting
by drug manufacturers on new drugs being placed in clinical trial
and during their trial period prior to the filing of a new drug applica-
tion, as well as after a new drug application has become effective.

These sections have attracted particular attention, Mr. Chairman

articularly in the light of the intense public interest that is now being
ocused on the testing of a new drug, and the steps that are beéenf
taken to protect the public health while new drugs are being tested.

This committee is keenly aware of the major disease problems of our
country and the world. You have held many hearings and issued
many excellent reports on the toll of our major diseases, their causes,
prevention, and control. .And, of course, you have dealt over the

ears with the creation of laws which enable the health agencies of the
epartment of Health, Education, and Welfare to play major roles
in improving man’s health.

We recognize, Mr. Chairman, that it is at once the strength and
the weakness of a democratic society that it takes crisis to give umpetus
for major legislative change. e recognize that since we discover,
develop, test, produce, and market drugs that have a direct bearing
on the physician’s ability to save life and protect health, we have
special responsibilities to accept regulation and to regulate ourselves.

We believe we have met our responsibilities well in the past, and that
our record of accomplishment is one of which we and the Nation we
serve can be proud. The industry is constantly striving to make more
uniform throughout the industry those practices which now charac-
terize the best of the industry.

You are aware, as I am, that dramatic progress has been made in
controliing some diseases, especially those caused by bacteria, but that,
like an iceberg with seven-tenths of its mass suhmerged, the large-scale
cripplers and killers, including the chronic afllications which plague
our senior citizens more and more, as the lifespan increases, are still
very much untouched. Too frequently we are limited to relief of
symptoms and lack knowledge and drugs to prevent more illnesses and
provide more cures.

Amendments to the Food, Drug, and Cosmetic Act should be de-
signed to close existing gaps while at the same time assuring maxi-
mum effort by the Public Health Service, the National Science Foun-
dation, in its grants program, and the Nation’s private laboratories,
including those in universities, pharmaceutical companies and else-
where, to continue and, for that matter, speed the flow of new, safe,
and useful drugs.

In general the pharmaceutical industry has been the principal
producer of new drugs while other laboratories have been producing
much of the flow of basic knowledge which enables us hetter to under-
stand body processes in health and disease and makes it easier to
produce needed drugs.

£8589—62—-135
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One example of the Congress recognition of this is the support
vou give to cancer research through provision of ]:\1'§e numbers of
grants te universities and other= to do general research and through
provision for countracts with pharmaceuntical companies to produce
drugs for testing in animals which. hopefully, can lead to testing in
humans.

This committee has demonstrated its awareness of the problem of

shortages of physicians, dentists, and chinical investigators in many

ways. One of the most recent was its consideration and action on H.R.
1999. to provide for grants to medical and related schools for the crea-
tion of new facilities for medical education. An expression of PMA’s
interest in this legislation was submitted to this committee by letter
dated February 2,1962. :

A recent Public Health Service program, which the Congress has
also fostered, is directed to improving our capacity for sound clinical
investigation by awarding grants to assist in the construction, staflin
and operation of clinical research centers in medical schools and lead-
ing research hospitals across the country.

These and many other actions taken on many fronts suggest that the
long-range solution to the problem of clinical investigation is to im-
prove clinical research facilities, increase the number and broaden the
competence of clinical investigators, and accord more general stature
and recognition to those whose lifework is centered in the selection,
testing, and evaluation of new therapeutic agents.

It is of fundamental importance that new drugs, before being used
widely in research and being marketed, should be adequately tested for
safety. Of equal importance is the fact that there be a continuous flow
of new and improved drugs. Any legislation on this subject, there-
fore, needs to strike a fine balance. On the one hand, it properly seeks
to broaden and strengthen controls over drugs both new and old. to
protect the public.interest. On the other hand, it must encourage
rather than obstruct the continuing flow in the number and kind of
new druge that are needed for Letter health. It is with this goal in
mind that I wish to address myself to the provisions of H.R. 11381,
which I mentioned earlier.

Certainly the pharmaceutical industry and its Government do not
disagree on the objectives that underlie section 103(b) and section
103(a) of the bill. The objective of section 103(b) 1s to permit the
Food and Drug Administration to obtain infarmation about the in-
vestigational testing of a new drug so as to enable them to evaluate
its safety and efficacy in the event a new drug application should be
filed. The objective of section 103(a) is to provide the FDA with
continuous and current information on the sage)ty of a drug after it is
released.

We share these objectives, Mr. Chairman.

I do wish to point out that Secretary Celebrezze and Com-
missioner Larrick. T am sure on advice of departmental counsel,
apparently feel the Department already has the legislative authority
to pursue the objective of section 103(b). As the committee knows,
it was referred to by Mr. Beesley this morning. the Department on
August 9 announced that it would exercise its existing authority to
issie proposed new regulations covering the investipational use of
drugs, and on August 10 published an extensive series of proposed
amendments.
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Under established procedures, 60 days are allowed for commenta,
and after that comment is taken into account, the regulations are pub-
lished in final form. I submit herewith a copy of the proposed regu-
lations for the record.

- The Criamryax, Let it be received. -

( The document referred to follows:)

{Publisbed in the Féderal Regirter of Aagust 10, 1962]

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
FOOD AXD DRUG ADMINISTRATION -

[21 CFR Part 130}
NeEw Daucs FOR INVESTIGATIONAL Usk
NOTICE OF PROPOSAL TO AMEND REGULATIONS

The Commissioner of Food and Drugs, pursuant to the provisions of the Fed-
eral Faad, Drug, and Cosmetic Act (secs. 503, 701, 532 Stat. 1032, 1035; 21
C.8.C, 333, 371) and under the suthority delegated to bim by the Secretary of
Health, Education, and Welfare (23 F.R. §623), proposes to amend the new-
drug regulations (21 CFR 130.3) as hereinafter set forth. The Commigsioner
hereby offers an opportunity to all interested persons to submit their views in
writing with reference to this proposal to the Hearing Clerk, Department of
Health, Education, and Welfare. Room 5440, 330 Independence Avenue S.W._,
S Washington 23, D.C., within 60 days from the date of publication of this netice
. in the FEDERAL REGISTER. Views and comments should be submitted in
4 a quintuplicste.

It is praposed to amend § 130.3 to read as follows :

i . §130.3 New drugs for investigational use; exemptions from section 503(a},
€a} A shipment or other delivery of a new drug shall be exempt from aec¢-~
tian a0 (a) of the act if all the followiug conditions are wet:
: ¢13 The label of such drug bears the statement “Caution: New drug—Limited
by Federal (or Uuited States) law to investigational use.”
2) The persun seeking the exemption has filed with the Food and Drug
Administration a completed and sigued “Notice of Claimed Investigational
Exemption for a New Drug” in triplicate, with the following information :
“Farm FD 1571.
“Department of Health, Education, and Welfare,
“Foed and Drug Administration.

“NoricE oF CLaAIMED INvEsTIGATIONAL ExEvprioN rForR A Niw Deue

“Xame ¢f sp I mmrv————
“Address .

“Name af in\"estigatioaz—xf drug

“Ta TRE SECKETARY OF HEALTH, EDUCATION, AND YWELFARE,
“Fer the Commissioncr of Food and Drugs,
Washington 25, D.C.

*Dean Sig: The undersigned __ . __________________ submits this notice of
clajsued investigational exemption for a vew drug under the provisions of sec-
tion U5 ti) of the Federal Food. Drug, aud Co~metic Act and § 130.3.

“Attached hereto are:

=1. Name of drug and description of dosage form.

2. Camplete lise of components of drug

“3. Camplete statement of quantitative cotposition of drug.

4. De~cription of source and preparation of anx new-drug substances used
as compouents. induding the name aud address of each supplier or processor,
otlier than the under<igned. of each vew-drug »ul~tance.

“3. A brief statement of the wethods, facilities, and controls used for the
wanvfacturing, processing, and packing of the new drug to establish and main-

e it
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tain appropriate standards of identitr. <trength, quality, and purity as needed
to give <ignificance to clinical investigations made with the drug. If any of
these operations are perforined by & person other than the undersigned, each
such person is identified and his signed statement covering the part of the opera-
tions he performed i< attached.

“6. Adequate information about the preclinical investigations, including
studies made on laboratery animals, which show that it is reasonably safe to
{nitiate clinical investizations with the drug. Such information sbould include
identification of the person who conducted each investigation ; identification and
qualification of the individuals who evaluated the results and concluded that it
iz reasonably safe to initiate clinical investigations with the drug; and an ex-
planatlion of where the investigations were conducted and where the records
are available for inspection. The preclinical investigations shall not be con-
sidered adequate to justify clinical testing unless they give proper attention to
the conditions of proposed clinical testing such as, for example, whether the
drug is for short- or long-term administration or whether it is to be tested
or used in infants, children, preguant woinen, premenopausal women, or geriatric
patients.

“7. Five copies of all informational material to be supplied to each investi-
gator. This shall include an accurate description of the prior investigations
and experience and their resuits pertinent to the safety and possible usefulne=s
of the drug under the conditions of the investigations. It shall not represent
that the safety or usefulness of the druz has been established for the purposes
to be investigated. Tt shall describe all relevant hazards. contraindications,
side effects. and precautions suggested by prior investigations aund experience
with the drug for the information of clinical investigators.

8. The scientific training and experience considered appropriate by the spon-
sor to quality the juvectigators as <uitable experts to investigate the safety of
tlie druz, bearing in mind the pharmacological action of the drug and the condi-
tions of u<e contemplated by the plan of clinical investigation

“0 The names and a summary of the training and experience of each
fnvestizater and of the individual charged with monitoring the progress of the
investigation and evaluating the evidence of safety of the drug as it is received
from the investigators, togetber with a statement that the sponsor has obtained
from each investizator a completed and <igned form. as provided in subparagranrh
(1°) of this paragraph and that the invecfigator is qualified by scientific
training and éxperience as an appropriate expert to investigate the safety of
the invectigational drug under the criteria outlined in section R of the ‘Notice
of Claimed Investigational Exemption for a New Drug.’

<10 Ap outline of the planned clinical investigations of the drug including
the following:

“(a) Planned stages of investization, if any, that will be completed and
evaluated prior to determining whether the next stage or stages will he
initiated.

“(b) The names of the investigators to be engaged in each rtage and
kind of investigation.

“f¢} The spedcific nature of the invectizatione ta be coanducted in each
ctage. tovether with the specific infarmation or forme showing the scope
and detail of the clinical chcervatione and clinical laboratary tests ta be
made and reported.

“(d) The appraximate numher and anv <pecific criteria as to the <elec-
tion of patients by age, <ex, and candition, to be emplored in each stage nf the
investigation.

“(e} The estimated duration of the clinical invectigation by stare. and
the intervals, not exceeding 1 vear, at which progress reparts cshowing the
results of the investizatianse will be cubmitted to the Fond and Druc Ad-
nunistration. (This part of the statement marx be limited to the plan for ane
or mare stages of the investigatinn<, provided that shipments or deliverie~
of the drug for u<e in additional stazes of the investigations are not made
until a <applemental statement recording re<ults of the prior investigation«
and outlining the plan for follawing stages of investigations has been sub-
wiitted to the Focd and Drug Administration.)

“Ordinarily a plan of invedtigation will not be recarded as reasonahle unless.
among other things, it provides for more than one Independent competent invecti-
gater to maintain complete case histories of an adequate number of patients,
designed to record observations and permit evaluation of any and all dircernible
effects of the drug on each individual treated, and comparable records an any
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fndividuals employed as controls. These records shall be individual patient
records maintained to include full information pertaining to each individual,
including age, sex, conditions treated, dosage, frequency of administration of
the drug, resuits of all clinical observations and laboratory examinations made,
full information concerning any other treatment given and a full statement of
any adverse effects and useful results observed, together with an opinion as
to whether such effects or resuits are attributable to the drug under investigation.

*11. A statement as to whether or not the drug will be sold; and if so, a full
explanation why sale is required and should not be regarded as the commercial-
ization of a new drug for which an application is not effective.

“Very truly yours,

{Sponsor)
“Per

(Indicate autbority)

i3) Each shipment or delivery is made in accordance with the commitments
in the “Notice of Claiwed Investigational Exemption for & New Drug.”

(4)The sponsor maintains cowplete records showing the investigator to whom
shipped, date, quantity, and batch or code mark of each such shipment and
delivery, until 2 years after a new-drug application becomes effective for the
drug: or, if an application does not become effective, until 2 years after shipment
and delivery of the drug for investigational use is discontinued and the Food
and Drug Administration bas been so notified. Upon the request of any officer
or employee of the Department at reasonable times, the sponsor makes the
records referred to in this subparagraph and in subparagraph {2) of this para-
graph available for inspection, and upon written request submits such records
or copies of them to the Food and Drug Administration.

(%) The spon<or closely monitors the progress of the investigations and cur-
rently evaluates the evidence relating to the safety of the drug as it is obtained
from the investizgataors. Accurate progress reports of the iunvestigations and
significant finding< shall be subuitted to the Food aud Drug Administration at
reasonable intervals, uot exceeding 1 vear. All reports of the investigation shall
be retained until 2 years after a new-drug application becomes effective for the
drug; or, if an application does not becowe effective, until 2 years after shipment
and delivery of the drug for investigational use is discoutinued. Upon request
of any officer or employee of the Department, at reasonable times, these reports
<shall be made available for inspection, and on written request copies of these
reports shall be submitted to the Food and Drug Administration.

(6) The spounsor shall ilmmediately report to the Food and Drug Administra-
tion and to all investigators any findings associated with use of the drug that
may suggest hazards, contraindications, side effects, and precautious pertinent to
the safety of the drug.

(7) If the investigations adduce facts showing that there is substantial doubt
that thexr mar bLe continued safety, the sponsor shall promptly discontinue the
investigation, notify all investigators and the Food and Drug Administration,
recall all stocks of the drug out<tanding, and furuish the Food and Drug Ad-
ministration a full report of the reason for discontinuing the investigation.

(8) The sponsor shall discontinue shipments or deliveries of the new drug to
any investigator who fails to malntain or make available complete records or
reports of his investigations.

{9) The sponsor shall not unduly prolong distributlon of the drug for investi-
gational use but shall subwnit an application for the drug pursuant to section 505
(b} of the act or a statement that the juvestigation has been discontinued and
the reasons therefor:

(i) With reasonable promptness after finding that the results of such in-
vestigation appear to establish the rafety of the drug; or

(iiy Within GO days after receipt of a writteu request for such an applica-
tion from the Commniissioner of Food and Drugs.

{10) Neither the sponcor nor any person acting for or on bebalf of the sponsor
shull disseminate any labeling, advertising, public relations statements, or news
releases, representing the drug to be safe or useful for the purposes for which {t
i~ offered for Investigation.
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(11) The sponsor shall pot commercially distribute nor test-market the drug
until a pew-drug application has become effective pursuant to section 503(b)
of the act. .

(12} The sponeor shall obtain from each investigator a signed statement In
the following form :

“Form FD 1572,

“Department of Health, Education, and Welfare, Food and Drug Administra-
tion.

“STATEMENT OF INVESTIGATOR

s A

“Name of investigator.
“Date .. —
“Name of drug____
“To supplier of drug:

“Naine
“Address ___.__ . _ ——— ———
“Dear Sig: The undersigned .. _____________._ suiLmits this statement as

required by section 503(i) of the Federal Feood. Drug, and Cosmetic Act and
§ 130.3 of the regulations as a condition for receiving and conducting clintcal
investigations with a new drug limited by Federal (or United States) law to
investigational use.

“1. The following is a statement of my education and experience:

B “a. Colleges, universities, and medical schools attended, with dates of attend-
; aupce. degrees, and dates degrees were awarded.

~b. Post-graduate medical training: Dates, nawmes of institutions, and nature
of training.

“c. Teaching or research experience: Dates, institutions, brief description of
experience.

~d. Experience in medical practice: Dates, institutional affiliations, nature of
practice.

“e. Medical publications: Titles of articles, nnmes of publications and volume,
page number, and date.

2, The following facilities will be n<ed for inve<tigating the safety of the
new drug (including a statement of hospital, institutional, and clinical labora-
tory facilities, etc.,, which are available and will be employsed in connection with
the investigation) . .__ :

“3. The investigational drug will be used by the undersigned or under his
supervision in accordance with the plan of investigation described as follows:

“(Outline the plan of investigation, including approximation of the number of
patients to be treated with the drug and the number to be employed as con:
trols, if any ; clinical uses to be investigated; characteristics of patients by age,
<ex. and condition; the kind of clinical obzervations and laboratory tests to be
undertaken prior to, during, and after admiopistration of the drug: the estimated
duration of the investigation: and a description or copies of report forms to
be used to maintain a cowplete record of the observations and test results ob-
tained.)

“4. The undersigned understands that the following conditions, generally ap-
plicable to new drugs for investigational use. govern his receipt and use of
this inve<tigational drug:

*a. The <ponsor is required to supply the investigator full information con-
cerning the preclinical invectigations that justify clinical trials, together with
fulls informative material describing any prior investigations and experience
and any possible hazards, contraindications, side-effects, and precautions to be
taken into aceount in the course of the inve<tigation.

“b. The investigator is required to maintain complete records of the disposi-
tion of all receipts of the drug, including dates, quautities, and use by pa-
tients.

“¢c. The investigator is required to prepare and maintain complete and ac-
curate caxe hi<torie< designed to record all oehwerrations and other data pertinent
ta the investigation on each individual treasted with the drug or emplored as a
control in the investigation.

“d. Tlhe investigator is required to furnish his reports to the sponsor of the
drug who is responsible for collecting and evaluating the re<ults obtained by
various investizgators. The sponsor is required te present progress reports at
appropriate intervals not exceeding 1 year. Any adverse effect aseociated with
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use of the new drug shall be reported to the sponsor immediately. A complete
report of the investigation should be furnished to the sponsor shortly after
completion of the investigation.

“e. The investigator sball maintain the records of disposition of the drug and
the ca-e histouries described above for a period ¢f 2 years following the date
a pew-drug application becomes effective for the drug; or if the application does
not become effective, until 2 years after the investigation is discontinued. Upon
the request of any officer or employee of the Department, at reasonable times, the
investigator will make such records available for inspection and copying.

“Very truly yours,

“{Name of lavestigator)

“(Address)"

(b) A shipment or other delivery of a new drug tbat is belng imported or
is offered for importation into the United States shall be exempt from the re-
quirements of section 5035(a) of the act if the following counditions are complied
with: .

(1) The label of such drug bears the statement “Caution: New drug—Limited
by Federal (or United States) law to iuvestigational use”;

(2) The importer of all such shipments or deliveries is an agent of the foreign
exporter residing in the United States, which agent and exporter have prior
to such shipments and deliveries completed and submitted signed copies to the
Food and Drug Administration of the “Notice of Claimed Inrvestigational
Exemption for a New Drug™; and

(3) The agent acts as the sponsor of the clinical investigation to assure com-
pliance with the conditions prescribed by paragraph (a) of this section; or

(4) The drug is shipped directlr to a scientific iustitution with facilities and
qualified personnel to conduct the investigation and is intended solely for inves-
tigational use in such institution.

(c) \Vhenerver there is eubmitted to the Commissioner the pame of an investi-
gator who has previcusly failed to comply with the conditions of these exempting
regulations, the Commissioner will notify the sponsor that the investigator is
not entitled to receive investigational-use drugs, and such iovestigator shall not
be supplied any investigational-use drug until adequate assurance is provided
to and accepted by the Commissioner that the conditions of the exemption will
be met.

(d} If the Commissioner of Food and Drugs finds that:

(1) The submitted “Notice of Claimed Investigational Exemption for a New
Drug” contains an uotrue statement of a material fact or omits material infor-
mation required by said notice; or

(2) The results of prior investizations made with the drug are inadequate to
support a conclusion that it is reasonably safe to initiate or continue the intended
clinical investigations with the drug; or

(3) There is substantial evidence to show that the drug is unsafe for the
purposes for which it is offered for investigational use; or

(4) The methods, facilities, and controls used for the manufacturing, process-
ing, and packing of the investizational drug are inadequate to establish and
maivntaln appropriate standards «f identity, strength, quality, and purlty ss
needed to give sizmificance to clinical investigations made with the drug; or

(5) The plan for clinical investigations of the drug described under section
10 of the “Notice of Claimed Invectigational Exeinption for a New Drug” is not
a reasonable plan in whole or in part, solely for a bona fide scientific investiga-
tion to determine whether or not the drug is safe for use; or

(6) The clinical investigations are not being conducted in accordance with
the plan submiitted in the “Notice of Claimed Invectigational Exemption for &
New Drug™; or

(7} The drug i< not int#nded solely for investigational u-e, since it ir or {8
to be =old «r otherwixe distributed for commniercial purposes not Justified by the
requirements of the investigation: or

(A) The labeling submitted for the druz as required by section 7 of the
“XNotice of Claimed Investigational Exemption for a New Drug” or any other
labeling of the drug disseminated within the United States br or on behalf of
the person who signed such notice fails to contain an accurate description of
prior investigations or experience and their results pertinent to the safety
and po-sible usefulness of the drug, fociunding all relevant hazards, contra-
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{ndications, side-effects, and precautions; or any labeling, adrvertising, publie
relations statements, or news releases disseminated within the United States by
or on behalf of the sponsor contains any representation or suggestion that the
drug is safe or that its usefulness has been established for the purposes for
which it is offered for investigations ; or

(9) The person who signed the “Notice of Claimed Investigational Exemption
for a New Drug” fails to submit accurate reports of the progress of the investiga-
tions with significant findings at intervals not exceeding 1 year; or

(10) The person who sigoed the “Notice of Claimed Investigational Exemp-
tion for a New Drug” fails to promptly inform the Food and Drug Admin-
istration and all investigators of newly found serious hazards, contraindications,
side-effects, and precautions pertinent to the safety of the new drug;

DRUG INDUSTRY ACT OF 1963

be shall notify the sponsor and Invite his immediate correction. If the conditions
of exemptiou are not immediately met, the Commissioner shall notify the sponsor
of the termination of the exemption.

(e} Where drugs are under investigation on man on the date of publication
of this notice of proposed rule making, tbe sponsor shall, within 60 days after
these regulations become effective, submit the completed “Notice of Claimed
Investigational Exemption for a New Drug” to the Food and Drug Administra-
tion. Failure to do so shall automatically terminate the exemption.

(f) A shipment or other delivery of a new drug for laboratory research or
apimal tests only shall be exempt from section 505(a) of the act if it is labeled:
“Caution: New drug—Limited by Federal (or United States) law to laboratory
research and tests on animals. Not for human use.” No animals tsed in such
tests shall be used for food purposes. L

Dated : August 7, 1962.

Geo. P. LARRICKE,
Commissioner of Food and Drugs.

Dr. ScaeeLe. I do not propose here to comment on those regulatory
proposals. Both my company and the industry are studying them
carefully and will make our views known to the Department after our
study is completed. But the proposed changes in regulation are rela-
tive to the consideration of H.R. 11581 since section 103(b) appears
to be directed to giving the Departicent powers it already has.

The clinical trial process involves practicing physicians and pa-
tients. The investigational use of a new drug is an integral part of the
practice of medicine and of health sciences. It should. therefore, be
noted that the views of the clinical investigators themselves, who will
be directly affected by the proposed regulations. should carry a great
deal of weight, and T say, they probably should carry a great deal
more of weight than the opinions of those of us who are administrators
in the pharmaceutical industry.

Since the proposed changes in section 103(b) appear to us to be
directed at giving the Department powers it already has, we urge the
committee to study the existing law and proposed new regulations in
order to ascertain whether or not the amendment proposed in section
103(b) is necessary.

In the event this committee should decide that the present law of the
FDA requiring recordkeeping and reporting on new drug investiga-
tions is inadequate, we urge the committee to consider adding the
proviso contained in section 7(a)(3) of S. 1352 to section 103(%) of
H.R.11581. That proviso reads:

Provided, hotwcerer, That regulations {ssued under this subsection and under
subsection (J) shall have due regard for the professional ethics of the medical
profession and shall provide, where the Secretary deems it to be appropriate, for

the examination, upon request, by the persons to whom such regulations are
applicable, of simf{lar information received or otherwise obtained by the Secretary.
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That proviso is necessary in order to insure a proper regard for the
confidential relationships of the medical profession and its patients
and also to provide, under certain conditions, for examination by those
to whom the regulations apply of similar information received or
otherwise obtained by the Secretary, or by the Department.

When regulating on the complex subject of recordkeeping and
reporting by clinical investigators, the touchstone should be to place
as few additional recordkeeping and reporting burdens on the clinical
investigators as are absolutely required to insure a reasonable degree
of safety. )

Section 103(a) of HL.R. 11581 would add a new subsection 505(j) to
the act which would permit the Secretary to have access to data of
manufacturers containing clinical results from the use of new drugs
which are on the market pursuant to new drug applications. We favor
this amendment in principle, but again suggest the adoption of the
proviso contained in the Senate bill which I previously quoted, which
also applies to subsection (j).

The comments in this statement on section 103 (b) and (a) of H.R.
11581 apply equally to sections 106 (b) and (a) of H.R. 11581, which
relate to recordkeeping and reports ahout investigational use of anti-
biotics and clinical data for antibiotics which have been certified or
released. Sections 106 (b) and (a) of H.R. 11581 would amend sec-
tions 507 (d) and (g) of theact.

My experiences lead me to the conclusion that the public health of
this Nation has been well protected under the existing drug and
biological laws.

I hope that the committee, should it report out a bill, will in its
report call attention to the urgent need for a continuing flow of new
and useful drugs and will emp%msize the importance of requiring only
those records and reports that are necessary to help assure safety with-
out overburdening clinical investigators with nonessential paperwork.

Finally, members of the Pharmaceutical Manufacturers Association
wish to cooperate fully with the FDA in providing essential informa-
tion with respect to the investigation og) new drugs and reports on
already approved drugs, and we wish to assure the greatest possible
safety for all people for whom drugsare prescribed. )

The Cuamrdax. Doctor, thank you very much for your statement
on these two sections of the bill. We are very glad to have your ad-
vice and your suggestions.

Mr. Dingell, any questions?

Mr. Dixcrce. No questions, Mr, Chairman, thank you.

The Cratraax. Mr. Schenck.

Mr. Scuexck. Thank you, Mr. Chairman.

I appreciate seeing Dr. Scheele again and having him before our
committee.

Dr. Scheele, there is one aspect of vour statement which bothers
me a little. and that is at pages 6 and 7 vou seem to emphasize that
reporting should be kept to the basic necessary minimum,

All of us who have had a great deal of experience with the law
of various and sundry reports that have to be made at various times,
and they do require a tremendous amount of time, yet it would seem
to me it is quite essential, and I do not know how you can determine
which is nonessential paperwork. I do not know whose judgment
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will decide nonessential paperwork, and it would seem to me that it
would be very important to have full and complete reports in order
to evaluate some of the experiences with these drugs.

Dr. Scneeie. Tagree with you, Mr. Congressman.

Actually, of course, the amount of recordkeeping that will be
required is going to be determined Ly the Food and Drug Adminis-
tration. )

I think our plea here is to them not to develop a lot of, say, pro
forma reporting which may not be applicable to a drug on trial of a
certain type and in a certain kind of field. :

The kind of records required, the kind of reports on patients will
vary depending on th:egisease being treated or the patient being
treated.

It would not be appropriate, for example, to ask for a chest X-ray
on every person being treated with a new drug.

Our plea, Mr. Congressman, here is for the exercise of scientific
reason and requiring only those things necessary to enable the Food
and Drug Administration to make a judgment on the safety aspects
of a drug; and the other aspects they wish to consider.

Mr. Scuexck. Dr. Scheele, we have been hearing a discussion about
inadequacy of information going back and forth between various
nations of the world in the development of drugs and the treatments.

Now, is not the World Health Organization supposed to be an
organization to improve, encourage, and do this sort of thing?
Weren’t you very closely connected with that operation ?

Dr. ScueeLe. Yes, sir; I was. I served as chairman of the U.S.
delegation to that Organization’s annual meeting for many, many
years.

The World Health Organization, of course, could play a role. I
think all of us here would have to say that something does remain,
something is desired, in communication as between countries, as be-
tween physicians in countries, as between harmaceutical companies
in various countries, and as between health departments and the World
Health Organization in that same role.

I think that the recent events on thalidomide will certainly help
everyone now be more acutely aware of this problem, and I think in
the future we will see a lot more flow of information.

On the other hand, T must point out that information develops in
a sort of scattered way. We may have a drug which seems completely
safe, and after using this in very large numbers of patients, a physi-
cian may see a certain kind of side effect which no one else has paid
much attention to or maybe nobody else has seen. e probably will
not pay much attention to it either because he sees many side effects that
are not side effects of the drug. He know that people on sugar pills
hare side effects.

So until someone becomes acutely enough aware to recogmize that
there may be some drug relatedness, no word is spoken. The company
does not know, other physicians do not know.

In the ordinary course of events. one or two or three people may
become suspicious, they may compare notes. At this point it becomes
apparent that several factors are coming up in comnion,

en again depending on the interests of that hysician or those
physicians, this may come into open medical reconﬁ, shall we say, or
1t may not.
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If they are men who feel they must make a public report of this, that
is to the medical profession, they may go before a scientific society,
they may send a letter to a journal, andbby this device the eflect may
be reported.

So there 1s a timelag in this process, but I think that the job is to
minimize that timelag and is to exchange as much information as we
can.

Mr. Screxce. You have to develop a better common denominator.

Dr. Scueere. That isright. There are dangers, however, of course,
that must be recognized, too, in trying to find a lot of side éeffects and
communicating a lot, too. .

Many times thiere may be what are thought to be side effects in a
drug which are not or which may be unimportant, and a great deal
of harm can be done. We can take away from the patient some of the
confidence the patient has in his physician and d

We can make patients afraid even of good things and thiugs with-
out serious side effects.

We must also recognize—and this is something I said to a House
appropriations subcommittee quite a few years ago when a certain
tranquilizing drug was developed—that as we go forward in treating
and curing some of man’s serious illnesses, it is going to be very diffi-
cult to find i1deal drugs which will operate only on that one condition.

The body is a very complex biochemical mechanism. There are a
nuluplicity of reactions w%)lich go on in a very short time. The body
can take basic building chemicals, building blocks, and pass them
through various chemical processes literally T)y the hundreds, literally
n seconds, literally in minutes that in test tubes may take hours, days
and weeks to do. So it is not very likely that ideal things will come
along that will not cause some side effects.

So this is why it is very difficult sometimes to explain these things
to the public or to the patient.

These are very highly complex scientific matters, and when we sa
side eflects, we always have to say on which drug, treating whicl
condition.

As a matter of fact, the very drug that I am referring to that I
mentioned to the appropriations subcommittee a number o?years ago,
was a drug that was at first rejected by a series of pharmaceutical
companies In the United States. It was developed overseas to be an
antihistamnine, and they found that it was not enough better than,
in fact, it seemed to be inferior to, antihistamines then available on
the U.S. market for physicians to use, hence they rejected it.

It turned out that a side effect of the drug, a tranquilizing effect,
a drowziness-causing effect, was accidentally discovered by two French
clinicians who were testing it for the other purpose on mental patients
in two mental institutions, one in Paris and one adjacent to Paris,
and showed the great virtues of this drug as a tranquilizer. Suddenly
there was born a whole new field of medical drug therapy which has
kept the number of beds and patients in mental hospitals from
growing.

So we cannot-—we have to be very careful about this absolutism
of all black and all white. There are many shades of gray and this,
1 think, is what Dr. Keefer was referring to as judgmental matters.
This is why, I know, it is very difficult for this committee in a sense
to set up all the safeguards necessary to assure absolute protection.
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You cannot legislate out all side effects. We may want to use them
as methods of ﬁwrapy.

We may sterilize our progress in the United States, in part, if we
work too hard to make everything safe. So we have to depend then
on the judgment of competent scientific people, competent pﬁlysici
who understand clinical investigation, understand the application o
biostatistical procedures and on our folks in the Food and Drug Ad-
ministration to arrive at these judgments soundly and scientifically.

Mr. Scuexck. Thank you very much.

The Criairytan. Mr. Younger?

Mr. Youxcer. Thank you, %Ir. Chairman. ‘

JJust one question, Doctor.

Weare glad to see you back.

Dr. ScugeLe. Thank you, sir.

Mr. Yorxscer. On page 6, the proviso that you propose, will you
enlarge a little bit on &shall have due regard for the professional
ethics of the medical profession”?

What do you mean by that?

Dr. Screere. In the relationship between a physician and a patient,
even as in the relationship between an attorney and his client, certain
matters are confidential. We take a drug to a group of clinicians and
we ask them to test it on patients on a protocal, a study design, and
we ask them then te send us detailed clinical records on those patients.

Those records will probably contain the name of the patient, age
of the patient, the vocation of the patient, data on where the patient
lives, a lot of information on the patient.

Some patients. of course, would not mind having 21! this informa-
tion become fairly public. Others would prefer to have things they
tell the doctor remain confidential.

Sa this, i a sense, would be an instruction in the Taw to the Com-
missioner of Food and Drugs, to whom we give these data or who ask
for these data in the preclinical testing period, to hold that as confi-
dential, even as today, under the Food and Drug Act and under tha
Biologics Control Act, the Food and Drug Administration and the
Public Health Service are forced to hold any data they get on manu-
facturing processes, and so forth, as confidential.

Weo primarily want this patient data to remain confidential as far
as actual names go.

That is what the safeguard is that is asked for here, sir.

Mr. Yocuxeer. If you had an agreement with the patlent to start
with, where he knew that he was a guinea pig in taking an experi-
mental drug, would it be any easier to get that confidental informa-
tion made available?

Dr. Scurrre. Mr. Younger, the reasen I am smiling is because if
the patient is a perfectly healthy patient and all he has is a headache
and that is what the physician 1s trying the new drug for, I am sure
he probably would net care.

But if the patient, in addition to that, had a certain kind of illness,
if his illness might, if it became public information, cause him ta Jose
his job or somebody not promote him, or whatever it might be, it might
embarrass him among his friends, he might prefer not to be identified.

Many patients do not like to even admit that they have eancer, for
example. If we are trying a drug for something else, and the patient
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has cancer of the lip or tongue or rectum, or whatever it may be, is it
not. in the best interest of the patient not to have his name made public
with the clinical report ¥

To the Food and Drug Administration giving the record without &
name is all right. .

Mr. Yooncer. Thank you, Doctor.

The Coam»rax. Doctor, thank you ver
have you back with us.

Dr. Scieecte. Thankyou.  Itisa &leasumbeinghere,
The CratryaN. Dr. Eheodore G. Klumpp?
STATEMENT OF THEODORE G. KLUMPP, M.D, FPRESIDENT OF

WINTHROP LABORATORIES, AND A MEMBER OF THE BOARD OF
DIRECTORS OF THE PHARMACEUTICAL MANUFACTURERS ASSO-
CIATION; ACCOMPANIED BY LLOYD CUTLER, ESQ.

Dr. Kroaee. Mr. Chairman, I will not take your time to recite my
training and experience.

That is here on this mimeographed form, except to add that since
this was mimeographed, President Kennedy announced my appoint-
ment to his Health }gesources Advisory Committee.

The Cramyax. Your background and experience will be printed
in therecord at thispoint. .

{The biographical sketch referred to is as follows:)

THEoDORE G. KLvmep, M.D.

Born May 15, 1903. Married 1934, four daughters, two sons.

Bachelor of science from Priucetun ; doctor of medicine, Hurvard ; honerary
doctor of science from Philadelphia College of Pharmacy and Scienc¢e and New
Eunglaud College of Pharmacy; honorary doctor of laws, University of Chat-
tancoga.

Internship at Peter Bent Brigham Hospital, Boston. Residency at Lakeside
Hospital, Cleveland. Served in various capacities with New Haven Hospital
and as instructor in internal medicine at Yale, prior to joining Food and Drug
Administration in 1936 as Chief, Drug Division.

Joined staff of American Medical Association in 1941 as director of drugs,
food, and physical therapy and secretary of council of pharmacy and chemistry.
In 1942 became president and director of Winthrop Laboratories; is now in ad-
dition director and vice president, Sterling Drug, Inc.

Has served or is notr serving Federal governmental bodies as member, Medical
Advisory Cowmmittee, Office of Vocational Rehabilitation, Department of HEW ;
chdirman, Medical Services Task Force, Hoover Commission; member, Stady
Comnittee on Federal Aid to Public Health, Commission on Intergovernmentsl
Relations: chairman. Task Force on Employment of the Handicapped (Office
of Defense Mobilization).

Service to private and civic organizations includes: vice president, U.S.
Pharmacopeia Couvention, Inc., and member of its board of trustees; member
of the board of directors of Pharwmaceutical Manufacturers Association ; member
committee on rehabilitation, Americar Heart Assoclation ; various committees of
the American Medical Association: director, World Medical Association: mem-
ber. board of directors, American Foundation for Tropical Medicine: numerots
other organizatious.

My name Is Theodore G. Klumpp. 1 am presideut of Winthrop Laboratories,
and a member of the board of directors of the Pharmaceatical Manufacturers
Association. T was graduated from the medical school of Harcvard University
in 192% aud practiced at various hospitals in Bostan, Cleveland, aind New Haven,
where I was on the faculty of the Yale Unijversity Medical School. I waa
adjunct professor of ciinical medicine at the George Washington University
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Medical School and attending physiclan at the Gallinger Municipal Hospital
from 193R to 1941. In 1936 I was appointed Chief Medical Officer and in 1938
became Chief of the Drug Division of the U.S. Food and Drug Administration
and served in this capacity antil 1941. I was vice pres<idest of the U.S. Pharma-
copeia from 1930 to 1960 and wak reelected to a2 second term, rununing from
1960 to 1970. I also served as Chairman of the Medical Service Task Force
of the Hoover Commission and am presently a member of the Medical Advisory
Committee of the Departinent of Health, Education, and Weifare’s Office of
Yocational Rebabilitation. In addition, I was Chairman of the Office of Defense
Che Mobtlization’s Task Force on Employment of the Handicapped. I am a member
B : of the Pauel on Aging of the Department of Health, Education, and Welfare, and
Chairman of its Subcommittee on Physical Fitnese. I.am a director of the U.S.
Committee of the World Medical Association, a director of the American Heart
: Asgociation, and chairman of its Committee on Rehabilitation. 1 am a fellow of
. the Ametrican Coilege of Physicians and the New York Academy of Medicine. .
Co Dr. Kuoypep. Mr. Chairman, T would also like to say at the outset
v that I recognize that this statement 1s long. - It is the longest that you
RS will be confronted with, so far as I know, today.
C We regret that very much, and my collaborators and I have gone
: over this thing to chop it down and try to reduce it to its least common
denominator, but, as it stands here, the thread of reasoning is such
that we could see no way in which 1t could be further shortened ex-
cept that, as T go along, I will try to eliminate some of the examples
and extemporaneously try to shorten it.
I shall testifv in behalf of the Pharmaceutical Manufacturers As-
sociation concerning section 102 (a) and (b) and section 104 {(a) and
NS (b) of HLR. 11581, which relate to the safety and effectiveness of new
LA drugs. the definition of “new drugs,” the filing of new drug applica-
tions and their suspension or withdrawal.
By way of introduction. let me say that the new drug provisions of
the present Food. Drug and Cosmetic Act which were enacted in
1938 were drafted in close collaboration with the Food and Drug Ad-
‘ ministration. \s Chief Medical Officer I participated in the discus-
‘ sions and councils that led to the adoption and enactment of these
provisions. As Chief of the Drug Division T also participated in the
formulation of the administrative policies and regulations by virtue
of which the “new drug” and other sections of the law were enforced.
I have had. therefore, the somewhat uncommon experience of work-
ing closely with the food, drug, and cosmetic law from two points of
view: first, that of a law enforcement official, as Dr. Scheele was; and

, then as chief executive officer of a comnpany whose responsibility it

J was and is to comply with this Jaw and the administrative rulings
pertaining to it.

T'nder the current Jaw and svsiem the drug industry has made great
strides, particularly since World War IL and its discoveries have
helped materiallv to make the health of the American people unequaled
in the world. We of the drug industry accordingly be{geve that the

\ matter of any changes should be approached with care, with full un-

‘ derstanding of the philosophy of existing law, and with appreciation
of the implications and consequences of proposed changes. At the
same time. we recognize our public responcibilities and are not op-
posed to change as such, =o long as it is constructive and maintains
& proper balance between needed regulation and industrial freedom
which together make up the public interest, the balance to which Mr.
Beesley has referred. It is in this light that I intend to discuss the
amendments proposed in sections 102 (n) and (b) and 104 (a) and (b)
of the hiil.
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In substance and effect these provisions of H.R. 11581 broaden the
definition of the term “new drug” to include drugs not generally recog-
nized as efficacious; require that a new drug application must be af-
firmatively approved by FDA before it can become effective and be-
fore the new dlrug can be marketed; grant FDA the authority to re-
ject a new drug application if the manufacturer has not convinced
FDA that the drug is efficacious for use; and, give FDA 'the power
to withdraw an effective new drug application 1f FDA entertsins a
substantial doubt as to the drug’s safety or efficacy—such withdrawal
to be effective in advance of a hearing if FDA feels that the drug
presents an imminent hazard to the public health. .

Let me state very clearly—these are radical, even revelutionary,
proposals. The ‘basic philosophy of our food and dor:)nag laws—the
philosophy that was incorporated in the first Pure F and Drug
Act of 1906 and consistently and repeatedly reaffirmed ever since
by the Congress, and particularly by this committee—is changed by
these provisions of H.R. 11581 concerning “efficacy,” “substantial
doubt,” and “affirmative approval.”

That the Pure Food and Drug Act of 1906 did not seek to estab-
lish the Government as the arbiter of scientific or medical opinion
was expressly stated in 1911 by Justice Oliver Wendell Holmes in
Urnited States v. Johnson (221 U.S. 488 (1911)). In holding that
the 1906 act did not give the Executive power to decide questions of
therapeutic efficacy, JJustice Holmes stated for the Supreme Court:
Congress—
was much more likely to regulate conunerce in fod and drug with reference
to plain matter of fact * * * than to distort the uses of its constitutional power
to establishing criteria in regions where opinions are far apart. (P. 498)

Again in 1916 with respect to the 1912 amendments to the Pure
Food and Drug Act the Supreme Court stated, this time through
Justice Charles Evans Hughes: “Congress deliberately excluded the
field where there are honest differences of opinion between schools
and practitioners (concerning therapeutic efficacy) * * " Seven
Cases v. United States (239 U.S. 510, 5317 (1916)).

The great and extensive amendments of 1938 likewise reaffirmed
this basic philosophy. As one court summed it up in 1944 : “Plainly,
therefore, the subject of regulation in the 1938 act, as in its predeces-
sors, 1s matter of fact, not matter of opinion”—referring to the report
of this very committee. Urited Statesv.7 Jugs ete., of Dr. Salsbury’s
Rakos (33 F. Supp. 746,758 (D.C.D. Minn. 1941)).

This basic phi]p sophy will be changed if the provisions of H.R.
11581 concerning “efficacy,” “substantial doubt,” and “affirmative ap-
proval™ are enacted.  Although these provisions have an attractive
and apparent simplicity. the pharmaceutical industry faces a rule of
men, not our traditional rule of law, if these provisions are adopted
without change. Each of them shares this fatal flaw: they give to
FDA authoriry to decide for inductiy, for practicing physicians and,
therefore, for the public itzelf. complicated questions of scientific
opinton rather than of fact. concerning what drugs should be avail-
able. and without application of objective and clear criteria or other
cafeguards. These provisions, in their present form, will upset the
svstem which bas playved such a respousible role in this country’s
unmatched progress in medicine, and will impede the development of
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new products which are essential to that progress. Accordingly, we
are opposed to these provisions of H.RR. 11581 as they stand and, while
we are in sympathy with the objectives sou{;ht by some of them, we
believe that certain modifications are essential if they are to be adopted,
as I shall now discuss in detail.

7]
3
i

THERAPEUTIC EFFICACY

Let me first discuss section 102(b) of. the bill, which would require
new drugs to be cleared by FDA for efficacy, in addition to safety as
at present. Ve fully endorse the principle that a drug should be
effective—that it should have the effects which its manufacturer
claims for it—and we are not opposed to havinig this principle properly
reflected-imrthe statutory provisions applicable to new drugs, althoug
under section 502(a) of the act it was and is a crime to market a drug
that is not effective as claimed. Obviously, drugs should be effective
as well as safe. While the present new drug sections of the law
deal only with safety, FDA nevertheless does consider effective-
ness when passing on new drug applications. If FDA desires con-
firmation of its power to pass on the effectiveness of new drugs, we
_ have no objection. so long as appropriate safeguards are included in
: recogmition of the difficult problems involved in determining efficacy.
" I will discuss these problems first to show why safeguards are neces-
o sary, and then state what safeguards we believe should be added if

the concept of efficacy is included to the Jaw.
‘ Efficacy has a deceptively simple and attractive sound, but it raises
- a host of problems which I feel need to be discussed in some detail so

that this committee may have a full understanding of the matter. In

the entire realm of medical science nothing is more difficult and more
subject to honest differences of qualified opinion than the determina-
i tion of the therapeutic effectiveness of drugs in human beings. The
L Supreme Court of the United States recogmized this truth as early as
: 1902 in the famous Mednnulty case (187 U.S. 94 (1902)), and, as I
pointed out earlier, our food and drug laws have been based upon
this premise from their inception right up until today.

De<pite advances in scientific techniques, therapeutic representa-
tions and claims remain essentially matters of opinion. Different
schoals of thought with respect to the proper treatment of various
k dicea<es are prevalent and sometimes completely contradictory. Not
: infrequently, it takes vears and sometimes decades of widespread

clinical experience to evaluate the true or relative merit of a drug
in given conditions. From such long experience, a medical consensus
zenerally emerges but even then some qualified physicians refuse to
zo alang with their colleagues.

Hictory teaches that authoritarian bodies have often been guardians
of orthodoxy rather than champions of progrees. Aedical experts
rejected Jenner’s smallpox vaccine, Pasteur’s anthrax vaccine, Lister’s
theorv of antisepsis and Semmelweis” discovery of the cause of child-
bed fever. Cod liver oil was 1ejected as worthless by the Council”
an Pharmacy and Chemistry of the American Medical Association:
When Prontosil, the first sulfa drug, was introduced in the United
States, it was areeted as another quack remedy by the outstanding
American authority on infectious diteases and chairman of the U.S.
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ngly, we Army’s Commission on Infectious Diseases. In the early 1930s, the
1d, while same authority, unfortunately, dismissed early English reports on
hem, we penicillin as incredible and refused to employ for clinical testmii:
adopted, culture of penicilliumn that had been brought to him by one of
associates, and that culture was poured down the sink. .
The Committee on Medical Research of QSRD, faced with the
problem of allocating a short supply of penicillin to the treatment
) of the most serious (ﬁSC:lS&S for which penicillin was then known to
| require be effective, refused to release penicillin for the treatment of sub-
afety as acute bacterial endocarditis because the initial dosage used experi-
wuld be raentally by physicians had not proved to be eflective, although sub-
facturer sequently when material became more readily available and larger
yroperl dosage was applied, this drug proved to be a cure for what was until
Ithoug then 2 100 percent fatal disease.
ta drug : I would like to interpolate that before the outbreak of World War
affective <%, I1, our military rejected Atabrine as a safe and effective treatment
the law o for malaria.
fective- n They scrambled to build up a stockpile of quinine, even recalling
res con- ; ’ the small dribbles that lay on the druggists’ shelves.
ngs, we - S Atabrine subsequently proved to be not only safe and effective, but
uded in actually superior to quinine.
efficacy. 4 Dr. Keefer discussed the differences of medical opinion with respect
g neces- ] to the drugs employed for the treatment of rheumatoid arthritis. He
dded if - also referred to epilepsy, and the curious fact that one drug will
be effective on a small proportion of cases and not at all useful in
t raises = other cases. He also referred to the fact that if such a drug, eflective
etail so ¥ in 20 percent of the cases, was submitted to the Food and Drug Ad-
er. In : ministration, how would the Food and Drug Administration react
d more B toward it
srmina- . At the present time, there are sharply opposed views among experts
. The ] concerning the proper treatment of many common diseases. Rheuma-
arly as toid arthritis is such a condition. There are highly qualified physicians
d, as I -3 who favor the use of corticosteroid drugs. There are others who feel
1 upon = that the employment. of the corticosterotds does more harm than good
,, and that the only meritorious drug is aspirin. Still others are pro-
esenta- . 3 ponents of, respectively, Butazolidin, gold salts and antimalarial
flerent - drugs such as quinacrine, chloroquine and hydrosychloroquine. The
-arious i use of pyramidon, or large doses of vitamin D, still has adherents,
Not E and particularly among clinicians in foreign countries. The reaction
spread 3 of experts to any new drug offered for the treatment of rheumatoid
v drug n arthritis will inevitably be conditioned by the school of thought to
sensus 3 which they happen to adhere. By whose advice is FDA to be guided
‘use to 7 in the evaluation of a new drug for this condition ?

Epilepsy is an afliction for which a variety of drugs is avrailable.
rdians For reasans not now understood. any one of these drugs may be effec~
xperts tive in some cases of epilepsy and worthless in others. If a new drug
ister’s were found to fail in 80 percent of the cases in which it was tested
child-; and successful in the remainder. would it be released by FDA as
ouncil” “officacious,” or would the clinical testing required be so extensive
ation, - and costly that no manufacturer could afford to carry through suchk
nited 1 program for the possibility of gaining only 20 percent of a limited
nding nd already highly competitive market? If this were to happen, it
+ TS, ight deprive a number of unfortunate epileptics of a drug uniquely
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effective in their particular cases. Much the same situation prevails
today with the antihistamines. There are now over 30 different sub-
stances with antihistamine activity on the market. While they all
share a basic antihistamine activity, yet the fact is some work for some
patients while others work only for other patients. If H.R. 11581
were the law, how many antihistamines would we have?

Mucous colitis is a disease, the cause of which is still unknown.
For almost a century, it was considered to be due to intestinal infec-
tion from an organism as yet unidentified. In 1924, Bargen of the
Mayo Clinic reported the isolation of a.bactertum from cases of
mucous colitis. This discovery was hailed as the revelation of the
culprit responsible for the disease. It gave impetus to the use of
antiseptic agents and later sulfa drugs and antibioties in the treatment
of the condition. Unfortunately, no drug was found to be uniformly
successful and as a result other theories were advanced to explain the
nature of the disease and to provide a rational basis for its treatment.
Reputable surgeons,-concluding that no drugs are effective, still re-
move large segments of the bowel. More recently, psychiatrists be-
came convinced that the condition was due to emotional disturbances
and represented nothing more than an extension of the well-known
diarrhea of fear and fright. At the present time, these and other
divergent schools of thought adhere to their theories. With all the
various forms of treatment, sone cases improve and others go on to
death. IHere again the attitude of medical officers of FDA, if given
the authority to decide for all doctors the effectiveness of new thera-
pres, will be conditioned by the theories which they happen to favor.

There is no known cure for the common cold.  Many physicians
are convineed that nose drops with vasoconstrictors, or antihistamines,
or sulfa drugs, or antibiotics are helpful. Others believe that they do
no good and may even be harmful. Somne feel that a cold vaccine
is effective in preventing a cold. Others consider such vaccines ut-
terly useless. Who is to say which view is correct and impose his
particular bias on the 180,000 practicing physicians who are sharply
divided on the proper management of the common cold ¢

Spinal anesthesia with drugs of the procaine series is widely em-
ploved by anesthesiologists.

Here, again, we have a serious difference of opinion. One inves-
tigator reported the successful use of this form of anesthesia in over
30,000 cases. Numerous anestheziologists have had similar and per-
haps even more extensive favorable experience. However, some
equally expert anesthesiologists have found that unexplained and
serious side effects occasionally result, and they do. The majority
of the investigators favor the use of these drugs because they believe
their superior eflectiveness off<ets the rick of oceasional serious side
effects.  Other investigators will not use them. They think the dan-
gers outweigh rthe Lenefits.  What will be the fate of a new drug
application for a drug of this kind. if the medical officers of FDX
Lappen to share the view of the latter school of thought ¢

The above specific illustrations are only a few of the many that
can be cited to show that—

(@) The determination of the effectiveness of a drug is always
dificult and sometimes cannot be achieved except by the test o
time and widespread use.
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The majority report No. 700, issued by this committee, dated July

16, 1951, which nccompanied H.R. 3298, inclnded the following state-
ment :
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ails
ub- (5) Therapeutic representations are essentially matters of
all opinion.
e =5 RN (¢) Differing schools of thought frequently exist concerning
581 ’ therapeutic issues, and the school which favors one theory as to
] the nature and treatment of disease tends to be skeptical of the
. e drugs advocated in opposing schools. Moreover, medical opin-
ec- n o ions as to effectiveness of a particular drug can differ widely
the . among equally qualified physicians because of basic differences
of . . in opinion relating almost entirely to questions of diagnosis and
‘he ; , preferred method of treatment, as well as differences as to the
of - 4 _— ) comparative efficacy of one member of a class of drugs in relation
:nt L 3 "7 to others or the mode of action of a particular drug in the com-
iy 1 plex body mechanism. L .
he ] I might also add that the present law recognizes specifically two
at. 3 systems of medicine: the homeopathic system and the allopathic sys-
o . tem. and provides different textbook standards for each of those
re- 3 svstems of medicine. . . .
%S 3 (d) Initial authoritative opinion concerning the effectiveness
o 9 of new drugs has often proved to be wrong.
er (¢) Where a drug is useful for only a small number of patients,
he & or where the incidence of a disease is small, the expense of exten-
to g sive clinical trials to provide conclusive evidence of usefulness '
N & may deprive patients of such drugs
a- = The foregoing examples and considerations point up the difficulties
r. i and the danger inherent in giving FDA the authority to pass ex-
15 : plicity on “efficacy.” Ther serve to explain why it has been decided
5 u on previous occasions that FDA should not have such authority. As
lo . 3 a former official of FDA who participated in the councils of FDA
e F 3 concerning the Federal Food. Drug, and Cosmetic Act in 1938—
t- - especially the new drug provisions—I can state that FDA at that
is u time did not want to assume the awful power of deciding this complex
y question. FDA then felt that it was< best and wisest for all concerned
; to leave these decicions to the physicians of the world who in the final
- 1 analvsis must he assured this freedom if they are to practice their
profession in a rational and responsible manner. In this connection
;- it must be kept clearly in mind that FDA then and now has full
r authority to rid the market of products who<e claims are not supported
- by honest, reputable medical opinion. FDA has consistently and
e suceessfully invoked this power tiereby protecting the public health
i and responsible manufacturers. )
v The question of including “efficacy™ as a standard in the law was
2 also considered by the Congress as late as in 1931 in connection with
3 the Durham-Humphlirer amendment to the Food. Drug, and Cosmetic
- : Act and was rejected.

The «tandard which the bill. as ameunded. wonld write into the law (subpara-
graph (B) (1) of the amendment) containg the words “efficacy” and “efficacions.”
The n<e¢ of the<e words< has given rice to rome apprebiension * * * that the
i i 3 Federal fecnrity Admini<tration—

which was then the parent organization—

might have the power to determine which drugs are “efficacious™ or “effective”
and which are not. It may be rtated unequivocally that this provision is not in-
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tended to grant auy such power to the Administrator, nor does it lend {tself i
any way to such an interpretation. (P.11.)

On the floor of the House, when the bill was being discussed, a dis-
tinguished member of this committee, Mr. Roberts of Alabama, who,
T am pleased to note, is still a member, stated as follows:

Mr. Chairman. when this bill was being considered in committee there was
quite a differen<e of opinion as to the meaning of the word “efficacy” and the
meaning of th¢ word “efficacious.” Webster's Dictionary defines eficacious
to mean possessing the quality of being effective. MMany of us feel perhaps that
it {8 too broad, and in fact many of us voted to strike those words out {n com-
mittee. I feel the bill will be just as good and will accomplish the same pur-
pose and will answer some of the objections being made along the line that we
are giving too much power to the Administrator.

Mr. Roberts’ motion was passed on the floor and the efficacy provi-
sions were stricken from the bill thus keying the standard of what
drugs must be sold on prescription to those that are not safe for self-
medication. This. I submit, after 24 years, has been a satisfactory
and workable standard. )

Now I come to the safeguards which we think are esential if FDA
is given the power to pass on the efficacy of new drugs. In the light
of the problems and considerations I have mentioned, we believe that
the following should be reflected in any amendment on the subject:

(1) The terms “effective” and “effectiveness” should be used instead
of “efficacy™ and “efficacious”. The latter terms tend to connote a
curative result. The test should be whether the drugs will have the
eflects—the biological or pharmacological activities—claimed by their
producer, which a physician may desire even though they may not
find it possible to cure the patient.

(2} Tt should be clearly provided or understood that the test for
effectiveness 1s whether a drug produces an effect in the body or is
inert, not whether the effect is or is not desirable in the treatment of
a given class of patients where medical opinion may differ according
tgdmgjic differences in schools of medical opinion and thought.

3)) Tt should be clearly provided that a drug meets the test for
effectiveness 1f there is substantial (but not necessarily preponderant)
evidence that it has the effect claimed, and it should be understood
that the authority to pass on effectiveness does not include the author-
ity to cansider the relative efficacy of one drug over another.

(4) There should be a specific provision that the new requirement
of “effectiveness” shall not apply to old drugs already on the market or-
to new drugs which were cleared before the amendment, and such
new drugs should be subject to withdrawal or suspension only on
safety grounds.

In our view, the foregoing modifications are essential if we are to
preserve the physician’s freedom to prescribe as he sees fit and to
encourage the development of new products. It would be perilous to
rational medical practice and the public welfare to require that, before
a drug can be marketed, its therapeutic effectiveness must be sup-
ported by all investigators or even by a preponderance of opinion. It
should be enough if responsible and qualified clinicians have found
that the new drug produces the claimed effect, although equally
responsible and qualified clinicians have not vet found it to be effective
or believe it to be ineffective. FIDA should not be the arbiter of such
conflicting views which necessarily involve large elements of subjective
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opinion by qualified clinicians, Otherwise, we face the serious danger
to medical progress inherent in a central authority where conflicting
viewpoints 1n medicine will be indirectly resolved, as they are under
2 totalitarian system, and we run the very grave risk of recasting our
systern in a sterile, foreign mold and denying to physicians drugs
which they may want to have for their patients.

What I am saying is equally relevant to the problem of research
and development of new materials. It has been the experience of my
company tEat the cost of development of a new drug for marketing
1s approximately $5 million. I might add that the cost of other major
pharmaceutical houses is about the same as ours. If it is made more
difficult and more costly to bring new drugs to market because of added
redtape and restrictions—if a new drug can be barred because of con-
flicting views, honestly held—but involving sabjective judgmenis on
its effectiveness—research is seriously threateped and indeed may be
effectively foreclosed in the case of drugs for serious diseases wgich
are not highly prevalent. Itis vitally important that development of
new products of potential public health significance not be shut off for
such reasons, for the result will be to hamper seriously progress in the
conquest of disease and the prolongation of life.

So we urge that, if “effectiveness” is added to the law, the safeguards
T have outlined should be written in. :

DEFINITION OF NEW DEU@

T come now to section 102(a) of the bill which would amend the
definition of new drug to include drugs which are not generally recog-
nized as “efficacious”. We are opposed to this amendment as con-
fusing and unnecessary. For almost 25 vears the touchstone of
whether an article is a new drug has been whether it is generally recog-
nized as safe. That has been a satisfactory and workable standa
Under it, industry and FDA have been able to conclude, with reason-
able certainty, what is, and what is not, a new drug. The proposal to
add “efficacy™ to this standard would cause confusion without benefit
and would substantially destroy the workability of the standard. The
conflicting views, often involving subjective judgment, which are fre-

uent on the matter of “efficacy,” would make it virtually impossible to

etermine what drugs are generally recognized as efficacious, and for
a manufacturer to know when a “new drug” became an old drug,
and therefore was no longer subject to the new drag procedures. Man
unquestionably safe “old rugs” would have to be processed by FD
as “new drugs” to determine their “efficacy,” and would probably have
to be withdrawn from the market until FDA had cleared them. This
would be wasteful, and would needlessly deprive patients of some
drugs which they have been using for vears. Such a situation could
be catastrophic to them as well as to the manufacturer. It would also,
and this is important, bog down FDA and industry with needless new
drug applications.

They are having difficulty enough in handling the applications
under the present provisions of the law.

As the Senate R(Tort No. 1744, on S. 1552, dated July 19, 1962,
points out. this would be unsound. No question of safety would be
involved, and FDA presently has ample power, including seizure,
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to proceed against any old drugs of unquestioned safety for which
unsupported claims of effectiveness are made. .

It 1s also unnecessary to amend the definition of new drug in order
to give FDA specific authority to consider the effectiveness of new
drugs, which we have conceded they should have. By retaining the
present definition FDA will be assured of having sutmitted to it
for cleararice under the new-drug procedures all genuinely new drugs,
because as to them there will necessarily be a question as to safety.
When the required new drug application is submitted—either for a
new product or for a new use of an existing product which is not
generally recognized as safe—FDA can pass on the question of the
drug’s effectiveness if that power is given to it. That is the power
FDA seeks—the specific autﬁority to consider effectiveness in passing
on new drug applications—and that is all that should be given to
FDA. It is accordingly unnecessary to amend the definition of new
drug to include “effectiveness,” and such amendment should not be
ma(ige because it would only produce needless confusion as I have
pointed out above. We agree with the Senate Report No. 1744, on
S. 1532, dated July 19, 1962, which states at page 17—
that there is no basis for the concern which has been expressed that if the defini-
tion of pew drug is not aniended to refer to effectiveness, a drug once cleared for
the market under the new drug procedures as a tranquilizer, for example, counld
subsequently be marketed for some other use without going through the new
drug procedures as to such use.

As that report points out, this is not true under existing law and
would not be true under the law if it is amended to give FDA specific
authority to consider effectiveness. Any such new use would have to
e submitted under a supplemental new drug application and would
have to be cleared for safety under existing law, and also for effec-
tiveness i1f that power should be added to the law.

AFFIRMATIVE APPROVAL AND TIME LIMITS

Section 104(a) of H.R. 11581 would make two basic changes in
existing law. It would require FDA to aflirmatively approve new
drug applications, instead of letting them become effective unless
the FDA disapproves them. It would also extend the time limits for
action.

We are opposed to requiring affirmative approval of NDA’. It
shifts the responsibility for products from the manufacturer to FDA,
it places a very heavy burden of decision on the personnel of FDA,
and the inevitable result will be undue delay in the mtroduction of
new drugs. The consequences of that are serious indeed. We have
heard much about making sure that dangerous drugs do not get on
the market inadvertently, a situation which in 24 years has not arisen
in practice. Just as important, however, is the drug that wasn’t
there—the drug which has Leen delayed from coming on the market
by misplaced caution and which, if it had been available, would have
saved lives.

As an official of FDA at the same time the present law was adopted,
I can say that the present procedure is what FDA itself wante(f It
was then the considered opinion of FDA that it would be unwise for
FDA to be placed in a position ef having to affirmatively approve
each application. FDA recognized then and for many years that this
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was unwholesome prior censorship, that it placed an impossible bur-
den of decision and responsibility on the individual employee in-
volved, and that the result would be needless delay and misplaced
caution. This conclusion was reinforced by the view that if FDA
had affirmative approval power its exercise would be interpreted b
the physicians an§ the public as Government endorsement of

new drug placed on the market.

FDA's position on the matter in 1938 sprug from its realization
of his historic and intended role as an agency of Government which
saw to it that manufacturers produced pure products, properly
labeled, and adeguately tested and not an agency which established
or enforced “official” medical or scientific opinion. Moreover, FDA
was mindful of its early experience under the Pure Food and Drug
Act of 1906. That act required that a manufacturer make to the
trade certain guarantees that his product complied with the act.
Shortly after the act went into effect, & custom arose of manufactur-
ers placing prominently on their package a statement to the effect
that the product was “guaranteed under the Pure Food and Drug Act
of 1906.” When segments of the public took these statements to mean
that the Governinent had approved the product when actually it had
not, FDA issued a regulation forbidding such statements from appear-
in%, in labeling. This experience with the favorable reaction of the
public to any product that seems to be approved by the Government
convinced FDA personnel that :f FD.A actually had such authority
the consequent responsibility and demands of the public would be
unbearable burdens. I see no reason to suppose that the public would
react any differently or expect any less toxyay 1f FDA were granted
the power of affirmative approval. Likewise, I fail to see why FDA
should now have the power which all along since 1906 FDA beliered
was unwise for it to have when the new drug provisions were enacted
in 1938.

The drug manufacturers do not want to hide behind the skirts of
Government approval. We are prepared to continue to be respon-
sible for our products. If every new drug has to Le affirmatively
cleared by the FDA, phavnacists, physicians and patients will in-
evitably tend to relax their vigilance, and rely more strongly on the
FDA approval. At the same time, FDA will become increasingly
cautious over estending approval, and there will be inevitable delays.
In an area where the safety of a product is not, and never will be,
susceptible to absolute conclusions. and will vary from time to time,
depending upon new knowledge and new conditions, it seems quite
evident that many new drugs of enormous potential will be withheld
from use for increasingly long periods. I cannot repeat enough how
serious this will be.

I might also add that when new facts are found that show that a
drug once cansidered safe is no longer safe, it makes the FDA look
very foolish, having positive, aflirmative approval.

So far as time limits are concerned, we have no objection to the
provisions of section 104(a) of the bill which would lengthen the
time for initial consideration of NDA's to 90 days and allow a total
of 180 days for the Secretary to act or give notice of hearing. Actu-
ally, the time limits of exrsting law have not operated to deprive
FDA of whatever time it thinks necessary to consider an NDA. Such:
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limits have not been a problem because of FDA’s practice of requiring
more information when it is unsatisfied, and industry’s record of co-
operation. For example, preliminary results of an industry question-
naire indicate that in 1961 about 60 percent of the NDA’s filed took
more time to process than the 60-day initial period fixed by present
law. So far as we know, there are no instances in which a new drug
application has become effective before FDA has satisfied itself as
to the drug’s safety for the asserted uses.

And I might add that if our experience is any criterion, our notice
at the end of 60 davs has not always arrived at the end of that period,
and nobody had any question about going on the market.

However, we do object to the failure of section 104(a) of the bill
to specify a time for beginning the hearing which the Secretary is
to give notice of at the end of the 150-day period if he believes the-
application should nct become effective. We urge that provisions be
ineluded requiring the hearing to begin withina speciﬁe({)period after
notice, say 30 days or such further time as the Secretary and the
applicant may agree upon, and also requiring that the hearing be
conducted on an expedited basis. FDA should not be permitted
to temporize and delay action or hearing indefinitely.

Commissioner Larrick, with the concurrence of Secretary Ribicoff,
has conceded our points that the law should not be changed to require
affirmative approval and to allow indefinite time for action. At the
previous session of these hearings on June 19, 1962, Mr. Springer
asked a series of questions about the record of industry cooperation
in making sure that new drugs did not go on the market until FDA
was satisfied of their safety and why in the light of that record there
was any need for requiring affirmative approval and for allowin,
an indefinite time for action. In response, Commissioner Larricg
yielded, stating after conferring with the Secretary:

If xou were to add to the 180 dars whatever length of time it takes to proceed
with this hearing and to conclude it, then we probably would have enough
relief. (Traonscnpt, pp. 57-68)

That is the only relief which should be given—180 days for con-
sideration of a new drug application, plus the time thereafter required
for any liearing, which should be required to begin within a specified
time and to be completed on an expedited basis. The law should not
be changed to require affirmative approval.

WITHDRAWAL OF NDA

I turn now to the provisions covering the withdrawal of an effec-
tive new drug application by FDA. This is section 104(b) of the
bill, which would amend section 503(e) of the Food, Drug, and Cos-
metic Act. Of course. a withdrawal order when issued means that
the drug in question must be recalled and may no longer be marketed
under pain of eriminal sanction. At present FDA may take such
action only on the basis of new evidence showing the drug to be un-
safe and after a hearing. H.R. 11551 would allow the extraordinary
procedure of withdrawal if FDA has a “substantial doubt™ as to the
“safety or eflicacy” of the drug on the basis of any evidence—even
just the evidence in the NDA file alone. In other words, if FDA
merely changes its mind, it may withdraw an NDA. Moreover, such
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withdrawal could be accomplished in advance of a hearing if FDA
finds that “an imminent hazard to public health” exists. In addi-
tion, withdrawal could be ordered because the applicant has failed
to comply with any requirements as to records and reports; or because
the facilities and controls used for the manufacture, processing, and
packing of a new drug are then inadequate to assure and preserve its
identity, strength, quality, purity, safety, and efficacy; or because
any one of several technical conditions on which the application was
approved has been violated.

We do not oppose the idea behind the proposed amendment—that
the present standards for permitting FDA to suspend a new drug
application may be too rigid and should be relaxed. However, we
believe that the amendment goes much too far and that certain modi-
fications are essential as a protection against hasty, ill-advised, and
arbitrary administrative action which will be detrimental to the phar-
maceutical industry and its ability to serve the public. Our concern
centers on the provisions allowing suspension for “substantial doubt,”
for failure to keep records and so forth, and for immediate suspen-
sion without hearing.

1. “Substantial doubt” is a slippery phrase and when it is used in
connection with such troublesome concepts as therapeutic “efficacy”
and “safety,” it becomes absolutely perilous, especially if action can
be taken before any hearing. For the reasons given in my discussion
of efficacy, and what I am about to say on safety, this power will
allow complete censorship and justify essentially dictatorial action
on the part of FDA. And we get no comfort from the efforts of
Deputy Commissioner Harvey to give substance to the term “sub-
stantial doubt,” in response to questions by Mr. Rogers at the hear-
ing on last August 6 before the Health and Safety gubcommittee of
this committee on H.R. 124371 refer to pages 32-33 of the transcript
of that day.

Since this provision of the bill would expand FDA power over con-
sideration of the safety of new drugs. I would like to discuss therapeu-
tic safety for a moment. As I have previously said, therapeutic
“safety,” like therapeutic “efficacy,” is a relative term which involves
opinion and judgment. Although therapeutic “safety” may involve
less of the element of subjective opinion and be more demonstrable, it
is not an absolute concept. Indeed, it is a rare drug that will not have
some toxic eflects on some people, and physicians have to take the
element of risk, or lack of safety if you will, into account in deciding
whether to use a particular drug for a particular patient. Because
of this, physicians can and do differ in thetr opinions of whether a drug
is safe for use—whether the situation presented justifies running the
risks involved—just as they can and do difler in their opinions of a
drug’s effectiveness. Penicillin. for instance, is generally regarded as
a safe drug, and yet in the 5 years period. 1953 to 1957, a nationwide
survey reported 2517 reactions to this drug and 82 fatalities. In
another survey conducted by the World Heaith Organization of the
United Nations, the incidence of reactions to penicillin was found to be
1.5 percent with fatalities occurring in 1 out of 93,000 patients treated.
On the other hand, a drug would not generally be considered safe by

hysicians if it were used for some minor ailment, such as acne or
1cadache, and caused a similar number of reactions and fatalities. In
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other words, since the question of therapeutic safety may involve
judgment, risk and other variables such as the patient’s general health,
it can be in many instances a complete matter of opinion on which
honest differences can simultaneously exist.

That in most cases therapeutic safety is actually a relative matter
and, therefore, a question of opinion is recognized by the agency to
which this law will be assigned, FDA. Commissioner Larrick on
May 18, 1962, made the foﬁowing statement to the Antitrust and
Monopoly Subcommittee of the House Judiciary Committee in testi-
fying on H.R. 6243 which also seeks to amend the food and drug law:

Mr. LarricE. As I stated earlier, in respounse to a question, there is no drug,
hardly, which is innocuous, so there is no drug which is safe in an absolute
sense.

L - * - - L] -

Mr. Lagrick. So, to determine whether or not the drug is safe within the
statutory pieaning, we always have to put on the scale on oune side the good
that the drug will do, the peaple that it will cure, the lives that it will save, and
the suffering that it will prevent.

We put on the other scale what we know about the harm it will do, and if the
harm outweighs the good we deny the application—
subjective judgment—

If the good nutweighs the harm, we pass the application * * ¢

Mr. Larrick’s concept of this matter is not personal to him. It is
the official FDA position. For esample, Dr. W. H. Kessenich,
Medical Director of FDA, expressed the FDA’s role and procedure
this way in the January-February 1962 issue of Clinical Pharmacology
and Therapeutics:

B Safety must be considered largely from a relative point of view. When the
posstble Lenefit is weighed against the possible harm of new drugs that have
reached the market the scale will tip easily in favor of the beneficial effect they
have—provided the balance on which they are measured is the sound profes-
sional judgment of a weli-informed practitioner. (P. 54.)

Let me quote at this point from that part of the report of this com-
mittee approving the 1938 amendments to the Food, Drug, and Cos-
metic Act which explains the “new drug” provisions:

Section 505(a) requires new drugs to be adequately tested before they are
commercialized. In order to in<ure that the tests made have been complete, the
introduction of a8 new drug into interstate commerce is prohibited unless the
manufacturer has submitted full information showing that the drug has been
adequately tested and has not been found to be un<afe for use under the condi-
tions prescribed in the labeling. This is not a license provision but is intended

mwerely to prevent the premature marketing of new drugs not properly tested
for safety * * ¢,

This provision will not put the Federal Government into the business of de-
veloping pew drugs, nor will it require the Government to duplicate laboratory
and clinical tests made by res<ponsible manufacturers. The provision merely
sets up a method for the authoritative review of the manufacturer’s tests and
will not uareasonably delay the introduction of new drugs in the market. (P.9.)

This language and the historv of this act indicate to me that Con-
gress did not intend FDA to be the final arbiter of medical opinion
on matters of therapeutic safety—to decide for physicians what drugs
they may use when honest difierences of medical opinion exist. We
must remember that under present law FDA has tremendous author-
ity over labeling and may and should require full disclosure to the
physicians, including disclosure of any differences of opinion that may
exist as to risks, side effects, contraindications, and so forth. FDA
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should see that physicians are fully informed, not that they may not
wolve form their own opinions as to whether it is safe to use a drug in &

ealth, patticular situation in the light of all the circumstances.
which - Hovwever, if Cangress now gives to FDA authority to withdraw new
drugs from the market because of substantial doubt as to their safety
atter or efficacy, FDA will became the final arbiter of medical opinion on
ey to matters of safety and efficacy, the physicians will have their decisions
k on made fot themn, and industry willI{»e living under a continual threat.
. and Given the fallibility of man, the conflicting opinions which can arise,
testi- and the pressures which can be generated, FDA will naturally feel
law: compelled to exercise its sweeping withdrawal power every time its
drug, judgnent in passing a new drug for the market is subsequently ques-
solute tioned in any degree. The resulting impact on drug manufacture and
research and the pructice of medicine i5a grave thing to contemplate.
* Complaints of many different side effects from even the most ordi-
o the nary product such as a vitamin preparation come to us very frequently.
‘::g 1t is very difficult to sift out these complaints and weigh their validity.
’ This is done, however, and most of them turn out to be groundless.
f the With the proposed authority of this bill and the legislative mandate
that will follow from its adoption, however, FDA will be put in a posi-
3 tion of withdrawing new drugs as soon as any question is raised. One
| or two incidents of this type with subsequent newspaper publicity can

t is undermine the confidence of the medica

grofession and the public in

b ] good and safe medicine. Once shattered, this confidence is always
ic ;

difficult to reinstate and sometimes impossible. Thus the public will
lure be deprived of good and lifesaving preparations without good cause.
ogy In these situations administrative officials will probably adopt the
course of least resistance and the course least subject to criticism.
the | § That course will be to withdraw first and restore later if subsequent
ave 4 investigations show the error of the initial withdrawal—but by that
}‘g B time irreparable damage to the product and to the public confidence
, wrill have been done,
3 We accordingly urge that the power to suspend because of “sub-
m- - 3 stantial doubt” should not be given because it will adversely affect the
o5~ 4§ public health by interfering with drug research and manufacture and
the practice of medicine. Let me cite one example in which the power
are . to rémove a product from the market because of substantial doubt
the : would probably have been exercised had FDA possessed it. You can
the My ety . .

en 3 udge the consequences. Dr. Harvey W. Wiley, as this committee
di- 3 mows. is generally considered the father of the pure food and drug
ed 3 law of 1906 (it is still popularly called the Wiley Act). He was its
ed . first administrator as Chief of the Bureau of Chemistry of the De-
e i partment of Agriculture. Dr. Wiley himself ha< published this story
pl ' and other authors have corroborated it. Dr. Wiley in 1908 conducted
Ir : 4 series of tests from which he concluded that benzoate of soda—a
d b . comnion food preservative—and saccharin—as vou all know, a uni-
- versally need artificial sweetener—were injurious to the health of users
1- and specifically requested President Theodore Roosevelt to ban their
n nse in foods and drugs. Of course, no one has ever accuced Dr. Wiley
s of inipropet motives or of rigged research. His integrity and good
e ] faith are beyond dispute. In fact, that is what sharpens the point of
- ,j the incident. Apparently only because President Roosevelt’s own
e : physician had previously prescribed saccharin for him was the Ameri-

v .
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can public spared the enormous loss, inconvenience and wrong that.
would have followed the banning of these safe and highly usegﬂ 0
redients. Dr. Wiley has stated that the President had decided tc
ollow his advice on benzoate of soda and reversed it only on learning
of Dr. Wiley’s position on saccharin. According to Dr. VWiley. Presi
dent Roosevelt characterized Dr. Wiley’s position in these words-
“Anybody who says saccharin is injurious to health is an idiot.”

We fear that adoption of the “substantial doubt” provisions o:
H.R. 11581, without change, will make probable a repetition of in-
cidents like this, but without. the happy ending that this one hac
because under ILR. 11581 FDA will not have to ask the President or
the Congress—indeed, it may create the unfortunate result without s
hearing at all. So we urge that the nebulous concept of substantia!
doubt be rejected, and submit that the purpose for which it is intenda|
will be fully served by amending the law to provide that a new drug
can be taken off the market if new evidence shows that it no longer
meets the test for going on the market—that is. if the drug is no longer
shown to be safe. This will relieve FDA of the present burden, which
it deems too onerous, of proving that a drug is unsafe, and at the sarac
time will protect industry against all the uncertainties which ard
wrapped up in substantial doubt.

(2) We are also opposed to the provisions for suspeusion for failure
to keep records. to make reports, or to maintain manufacturing stand-
ards. Those provisions require the Secretary to suspend if he finds
such a failure. He is given no discretion, even though the failure may
be minor or inadvertent in nature and have nothing to do with the
safety of the new drug. Ifa matter of safety is involred, suspension
can be invoked on that ground. If safety is not involved, other sanc-
tions of the act, such as criminal penalties, seizures, and injunctions,
are adequate to enforce the obligations to keep records, to make re-
ports, and to maintain manufacturing standards. The drastic remedy
of suspension ~hould not be added.

(3) The perer to suspend prior to hearing, as T have reiterated, is
drastic indeed. It is contrary to our traditions of due process and it
poses fearful consequences for our industry. Once a product is so
withdrawn, with all the attendant publicity, it is finished for practical
purposes, even if the withdrawal was an honest mistake in judgment:
which government as well as industry can make. We are accordingly
strenuously oppose the grant of this siwweeping power of sentence firs.
and verdict after. We think it is unnecessary. Ii?he Secretary already
has a broad range of sanctions available—criminal .proceedings,
seizures, injunctions, and public warnings-—which are adequate to pro-
tect the public.

He also has one very important additional protection. He has the
cooperation of our industry when any serious question arises.

Through 24 years we have demonstrated the willingness, the public
sense of responsibility, of this industiy, and we have cooperated.

The pharmaceutical manufacturers are as concerned as tha Govarn-
ment to prevent the marketing of dungeious drugs und we beiiere
that FDA will agree that we have met our responsibilities in that
regard.

(4) Finally, the evidence supporting suspension should be new
evidence, not available when the application became effective. FDA.
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should not be permitted merely to change its mind on the basis of
unchanged evidence.

To sum uyp, the objections we have to the broad suspension provi-
sions of section 104(b) of the bill would be met, and the public would
be fully protected, if section 505(e) of the act were amended to allow
FDA to take new drugs off the market if new evidence shows that
such drugs no longer meet the standards for letting them go on the
market. That would relieve FDA of the present burden, which it
deems tog onerous, of proving that a drug 1s unsafe in order to sus-
pend it—instead, the drug could be suspended if it is no longer shown
to be safe. At the same time, such an amendment would not pose the
threat to continued progress in drugs and medicine which we see in
the drastic provisions of section 104(b) and their possible abuse, how-
ever well intentioned any particular action thereunder may be. And,
if eflectiveness is added to the standard for new drug clearance with
the modifications I have urged, suspension would likewise be allowed
if there is no longer substantial evidence (not conclusive or preponder-
ant evidence) of effectiveness. That would permit a drug whose
effectiveness continues to be supported by substantial evidence to
remain available for prescription in the judazment of physicians, even
though other evidence miay create substantial doubt as to its effective-
ness. However, if effectiveness is added as a requirement for new
drug clearance. there should also be a grandfather clause exempting
‘previously cleared new drugs from suspension on “effectiveness”
grounds. Otherwise, manufacturers who had in good faith introduced
a drug on the market before FDA was authorized to consider eflec-
tiveness could be penalized by having their investments destroyed even
though no question of safety is involved.

CONCLUSION

T close with these thoughts:

Disease, disability, and premature death are man’s greatest enemies.
They are in every home, rich and poor alike, and the seeds of their
destruction lie within each one of us.

Whether you or I live, suffer, or die depends on our physicians and
the weapons that are placed in their hands. The pharmaceutical in-
dustry is the principal arsenal of these weapons. In large measure,
through the research. skill, and know-how that our scientists have
patiently developed. we have made more gains in the last half century
m the conquest of disease and the prolongation of life than has been
achieved in the entire 999 centuries of man’s previous existence on
earth. And yet our work has just begun. Not a single disease has
vet been completely eliminated, and so much remains to be done.

_ You have heard it expresced in different ways, but to me the basic
issue in the<e hearings is this:

Any legiclation in the field of drugs must strike a delicate balance
hetween Government control and freedom to develop and use new
products for the conquest of disease.

Whatever <afeguards may be needed against substandard practices
and manufacturers <hould be drawn o as not to hobble responsible
wenihier~ of this lifecaving industry with unnecessary redtape, delay,
and governmental restrictions. The American people cannot afford
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to take a chance on bureaucratic controls which will stifle progress
in drug research and in the practice of medicine. That to me, gentle-
men, is what these hearings are all about, and that is why I urge the
changes in the bill I have discussed.

The Cuasrrvax. Dr. Klumpp, you have given a very detailed
analysis of the provisions in this bill from your standpoint, which .
1 am glad to have.

Mr. Dingeli¢ ) -

Mr. Dixcern. Yes, Mr. Chairman. .

Briefly, sir, I ask you if you would tell us which sections of the bill
you do favor without reservation?

Dr. Kroyre. Well, Mr. Dingell, there is a great deal in this bill
that we do favor with some qualifications and with some amendment,
“Tel favor the general purpose of this legislation. We are in accord
with it.

The reasons, the arguments that I have given in my presentation
as to why certain provisions should not be enacted in their form asthey
appear in this bill, speak for themselves.

1 am not wholly prepared to go through this bill at the present.
time—I have not marked it up—and tell you which we favor and
which we do not.

T hate to shove the burden on my counsel lere, but he is in detail
more familiar with language and the rest of it.

Mr. DixgeLr. The reason I acked that:

Tet me say I want to commend you for a very fine statement. I
think you have done an excellent job. and your work here in the comn-
mittee today shows that yvou have prepared carefully, and I think
vou have made a very fine statement.

Dr. Keoyree. Thank you.

M. Dixeern. But in fairness I am sure vou recognize the Adminis-
tration has worked very hard to get to this committee a good bill.

8 Dr. Kroarer, We recognize that.

B Mr. Dixgerr. Which, in its opinion, is a good bill.

‘ For example, I note here that you say, speaking on behalf of the
industry, that you do not like the idea of “efficacy.” You want it
changed to “effectiveness.”

Then a little later you indicate to the committee that you do not
favor “eflectiveness,” the test of effectiveness, to be applied to new
drugs, and then later you say you want the “effectiveness” to be ap-
plied to old drugs.

Dr. Krvoaee. O, no, no.

We think that the test of effectiveness, Mr. Dingell. should be ap-
plied to new drugs. We support that when it is based on substantial
evidence of effectiveness.

Mr. DingeLL. T see.

But you do not want it applied to old drugs, drugs which are already
on the market !

Mr. Coreer. Mr. Dingell, drugs already on the market can be taken
ofl the narket by action of FDAL if they are worthless drugs.

Mr. Dixcrrn, If they arve worthless?

Mr. Coreen. If FDA can prove—

Mr. Dixcerr. But not according to the same criterion that you
would have?
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Mr. Cureer. No, sir.
Mr. Dixcere. With regard to new drugs?
ogress Mr. CerLer. Yes, they can.
rentle- I1f FDA can prove to a court that a drug already on the market is
ge the not effective for the purposes claimed in the labeling, the court under
: this law is required to withdraw the drug from the market and FDA
‘tailed can start the proceeding by seizing the drug. .
which . Mr. Dixceri. In other words, FDA, to all intents and purposes, -
must show by the preponderance of the evidence. -The function of
this bill is to shift the burden of proof. I am sure you agree with’
. that ¢
e bill Mr. Corier. That is very definitely the purpose of this bill with
- ! regard to effectiveness, which we oppose, Mr. Dingell.
is bill 1 J Mr. DixcerL. So that you oppose the concept of a change of bur-
ment. :den of proof with regard to effectiveness?
ccord Mr. &‘ cTLer. That is correct.
ation — Mr. DI.\'f;}:LL. Especially so in the case of old drugs, drugs which
! are already on the market?
sthey . Mr. CctLer. Both new and old drugs.
Mr. DixceLt. I see.
esencti Now, I want to read something. T checked up on my quote here
an from the President’s Consumer Report, where the following statement
letail was made:

For exainple, over 20 percent of the new drugs listed since 1956 in the publica-
tion of New aud Noun-Official Drugs were found, upon being tested, to be incapable
of sustaining one or more of their sponsor’s claiius regarding their therapeutic

S | effect.
comn- Now. do you think that that is a good situation for the protection of
hink the American public?

Dr. Kroyrp. Mr. Dingell, if there is a drug on the market which

. . does not provide the effectiveness that it claims. the Food and Drug
s Administration now has the authority to take the drug off the market.
. ] : And if there were 20 percent of those drugs, I would be very sur-
A pri<ed that the Food and Drug had not acted.
. . 4 Mr. DiNgErr. Just a minute. You are not understanding my
- tth: . question here at all, because I say:
atd For example, over 20 percent of the new drugs listed since 1938 in the pub-
lication New and Non-Official Drugs were found. upon being tested, to be incap-
not » able of sustaining one or more of their rpunsor’'s claims regarding their thera-
new b 2 peutic effect.
ap- I did not say these were worthless drugs.

Dr. Kroyre. No, I did not either.

i Mr. Dixcere. I just said that some of the claims made as to thera-
‘t“igi, B peutic eflect were either false or incapable of proof.

Mr. Coreer. Mr. Dingell, section 302(a) of this act says that:

F A drug or device shall be misbranded if it< labeling is false or misleading in
ady any particular.

If its claim as to effectiveness is falce or misleading, if the Food and

Len Drug Administration can show that it is wrong, the Food and Drug
Administration can start out by seizing the drugs in what the lawyers
call a hibel.

My IDixcern. Tam aware of this.
you
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Mr. Curier. And on the basis of that, bring an action in the cour:.

Mr. DixgeLe. Why do you think that drugs should be permitted to
enter the market, a]thougﬁ. according to this very responsible sour-3,
where, in over 20 percent of the cases, some of the claims made in rega1 3
to these same drugs were found to be incapable of sustaining one « r
more of their sponsor’s claims?

Do you think that a drug should be able to enter the market uncs r
these circumstances?

In other words, here is what we are faced with. These drugs con.e
on the market. Then Food and Drug Administration can show th2se
claims are false. Then they can libel, seize them, and so forth, brit
I am sure you are aware this is a very difficult legal process.

What T want to know is, Why ShOlll—fd not a drug wlfich is coming cn
the market be compelled to bear the same standards that it must be..c
once 1t is on the market ¢

In other words, should not these claims for efficacy or effectivenc ss
be true when the drug comes on the market ?

Dr. Kroymrere. Yes, Mr. Dingell.

We think that the standards should be the same for those drugs th it
are on the market as well as those that are proposed for introductioa.

Now, I do not know where you got that quote or what its sourse
was, where 1t came from.

Mr. Dixcere. I will give you the source right here. Tt comes from
the drug industry antitrust hearings on Friday. May 18, in ' e
Judiciary Committee of the House of Representatives, and the uli-
mate source is the President’s Consumers Report that is quoted theve.

Dr. Kroypp. We agree.

The drugs should be considered for effectiveness before they are
introduced on the market, Mr. Dingell, but the question is what t1e
standards should be and how they are to be applied. I have tried to
show that with respect to these elements we are in an exceedingly d.&-
cult realm.

You are not dealing with matters of exact science or the demonstra-
tion of absolutes.

You are dealing with relativesand with opinions.

Mr. Dixgerw. I recognize this.

T am both a lawyer and previous to that time T had a degree in chein-
istry, so I have some familiarity, and, as a matter of fact, I worked
on some of these food and drug cases that we are discussing, so I :m
aware of some of the scientific implications, although not as well awsre
asyou.

But the simple question is: Does it occur to vou that it is appropriz te
that we should say they can come on the market with just “substant al
evidence”

Dr. Kuoyrep. T certainly do.

Mr. DixgrLr. Whereas in anv other situation we have to have a good
deal more. in order to prevail in any other kind of legal proceedings
vou have to have a good deal more, and have to bear a good deal heav er
burden of proof?

Mr. Cotier. Mr. Dingell, may I as a lawyer speak now as a lawyer
on this, sir?

Mr. Drxcern. Yes.
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Mr. CutLer. What we are saying in a capsule is that if there is a
responsible difference of opinion among responsible clinicians, trained
investigators, as to whether or not a drug is effective, the mere existence
of a respousible difference of opinion, based on adequate and well-
controlled tests, should be sufticient for the FDA to allow the drug on
the market. i

The FDA’s role should be to decide: Is there a responsible difference
of opinion; and, if there is, they should let it on the market, even
though a numerical majority or a pregondemnce of evidence, or what-
ever else you might call it, might still be on the side that the drug is
not effective or not proven effective.

That 1s what we are after.

Mr. Dixgerr. Isthisnota—-—

Mr. Ccrier. And that is what the Senate Judiciary Committee
agreed on.

Mr. Dixgern. The Judiciary Committee where?

Mr. Cerier. Of the Senate in S. 3352 and its report on that bill.

And I do not really believe we are in substantial difference with
the administration on this point, sir.

Mr. Dixgere. Ithink thereisa great difference between “preponder-
ance of the evidence™ and “substantial evidence,” you will agree as
to that?

Mr. CutLer. Oh, certainly, but. what I mean is that we believe that
we and the FDA are close together on what the tests should be, and
I think that may become apparent when they testify.

Mr. Dixcern. You also discussed here the matter on page 28 of
your statement, you discuss here:

“There is no drug which is safe in an absolute sense.”

I am sure you will agree that the statement of Mr. Larrick, which
you quoted there, is substantially true; that no drug is absolutely safe,
1s this not correct ?

Dr. Kvoxre. Yes. .

Mr, DingeLr. And this being true, essentially Food and Drug, in
permitting new drugs on the market, has to, for example, make such
objective judgments.

In the case of penicillin, which you cited, penicillin is not absolutely
safe, but it is safe enough for the conditions to justify the use, in
other words, to justify the risk that must be taken in prescribing
this drug, is that not true ¢

Dr. Krvaree. Tt is true, but it is equally true that no two people
will come to the same conclusion with respect to all drugs.

That is the problem.

Mr. Dixgerr. I recognize this, the Food and Drug did allow peni-
cillin on the market, did they not ¢

Dr. Kroyre. Yes, of course, they did, and quite properly so.

Mr. Dixeerr. And Food and Drug made the objective or subjective
judgment, depending on how you choose to put it, with regard to
this, and this was sufficient to admit penicillin, am I correct, to the
marketplace !

Dr. Kroyep. Yes.

Mr. Dixgerr, All right.

Now, let us take a little different case.

Are you familiar with MER/291
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§ Dr. Kuomrr. Ina general way, yes.

Mr. DiNGeLL. MET(/QS) was marketed principally as an anticholes-
terol substance, am I correct !

Dr. Kvomee. Yes, sir.

Mr. Dixgerr. And this substance marketed for its anticholesterol
pro;;ert,ies was suddenly determined to have other effects, am I cor-
rect

It caused skin conditions; it caused hair problems including eye-
brows and eyelashes to fall out and change colors; and, over and above
this, in rather large quantities it was shown, with some degree of cer-
tainty, to have the effect of creating cataracts, am I correct?

Dr. Kixaer. Insome instances, yes.

Mr. Dixgeun. Now, is it your view that this is a safe drug to be
marketed ¢

Dr. Kvuyep. It seems to me that the fact that the company volun-
tarily withdrew MER/29 indicates the company’s view that evidence
developed subsequent to its marketing no longer allowed that drug
to be considered safe.

Mr. DixgerL. Isee.

Now, are you in concurrence with this?

Dr. Kuoaer. I donot know enough about the facts, Mr. Dingell.

Mr. Dixgecn. All right.

Then et us put thisin a different way.

If this drug had not been withdrawn, what would Food and Drug
have been able to do to remove it from the market ¢

Dr. Kuuapr. They could have obtained an injunction, if they saw
fit.

Mr. Dixgert. How long would it have taken to obtain an in-
junction?

Dr. Kuoarer. I am told about 2days.

Mr. Dixgere. This is perhaps true, but to resolve a case of this
sort through the courts involving the food and drug law might have
taken 2to 4 years.am ] correct ?

Dr. Kuraep. Seizures, Mr. Dingell. which are another avenue of
action and can be exceedingly effective, can be accomplished in a

da{.
AMr. DixgerL. Inadayt

Dr. Kvoyee. Inaday.

Mr. Coreer. Dr. Klumpp’s point, Mr. Dingell, is that, while a long
litization went on, if it did. all supplies of the drug can be seized
under the present law and withheld from the market.

Furthermore, in your MER/29 case. if the manufacturer had re-
fuced nunder existing law, the Food and Drug Administration could
have instituted a proceeding under section 505(e) to define the drug
as unsafe and take it off the market.

Mr. Drveer. You note on page 33 that vou were opposed to the
provisions for suspension for failure to keep records. to make re-
ports and te maintain manfuacturing standards.

Yousay:

The<e provisions require the Serretary to suspend if be finds such a faflore.

If vou were to have—if the requirement were eliminated and it
were made permissive upon the Secretary, would this meet your ob-
jections to the billt
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Dr. Kuure. No, it would not, Mr. Dingell.

Mr. Dincere. It would not?

Dr. Krnocyree. No.

Mr. Divoere. In other words, you simply object to the fact that the
Secretary can withdraw for failure to adhere to good manufacturing
practices and so forth?

Dr. Kuomee. Yes.

Mr. Diveerr. 1 find, in substance, that you have very little agree-

ment with the bill, and, basically, you are in substantial disagreement
with the bill. ’
- T recognize that this is a perfectly proper and honorable difference
of opinion, but I can only see two sections of the bill that you do not
object, to, one of which is the amphetamine and barbiturate section—
the other section to which I note no objection is the section dealing
with generic names, and assume that the objection to the generic-name
section has been raised by other witnesses on behalf of the Pharma-
ceutical Association.

Am T correct?

Dr. Kucyrer. Yes, sir.

Mr. Dixcecr. So for all intents and purposes here we have involved
- a situation where the Pharmaceutical Association is opposed, for all
7 intents and purposes, to the whole bill? )

A Mr. Coutier. Mr. Dingell, I really respectfully, sir, do not feel that
is:. Tair way to put the matter.

This is a very complicated law, this foodand drug law.

a Mr. Dixcere. I recognize this.
: Mr. Coreer. There are a series of amendments proposed on some 12
- : or 11 subjects that take 33 pages.

AMr. Dixcecr. I recognize that.

3 Mr. Corier. Mr. Beesley has testified that in principle we agree
- with a great number of the proposals. We have some changes in lan-
E auaceto suggest in a great number of these proposals.

But it is hardly fair to say to us, because we have a few changes in
lancuage to suggest in a substantive proposal, that, therefore, we are
against the proposal. We are not, sir.

T et us go down the table of contents on page 2 of the bill.

We are in favor of a requirement of adequate controls in manu-
facture.

Mr. Dixeern. T see, but with regard to that, now, you favor it, but
you want this to be advisory ¢

Mr. Coteer. No, sir.

Mr. Dixeere. Am T correct

AMr.Cerrer. No, sir. .

5 We favor a provision in this statute which would make a dms
adulterated if it is manufactured in accordance with methods an
3 controls that are not in conformitv with good manufacturing practice.
E Mr. DixceLr. You differ on this with Food and Drug and the ad-
- ministration. You have reservations on this section.

Mr. Cotier. No, sir.

e differ with the Food and Drug Administration on whether the
Food and Drug Administration should be empowered by regulation
to be the final arbiter of what is good manufacturing practice or
whether the manufacturer should have an opportunity to show in
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court, if he is challenged, that his practice is good manufacturing
practice. hy :

That, is our only difference.

On section 102 we agree.

TWe disagree as to the standard of proof. We say if there is a re-
sponsible difference of opinion as to the effectiveness of the drug, the
FDA should allow the drug on the market and let each doctor decide
this difference of medical opinion for himself.

And I could go on through the bill and in almost every case we
agree with the principle. We have some changes to suggest in the
procedures and standards and burdens of proof.

Mr. Dixgern, Some of your reservations, though, and changes that
reflect them are so substantial, in some I am sure you will agree, as
to constitute outright opposition to the proposal and substitution of
a new proposal.

Mr. Corier. And somewhere we have said, frankly, that we do
oppose the proposal, but in others I take it that the reason we are here
is You are examining the language of this bill, and we are making
suggestions about the language of this bill, and I do not think you
should say to us that because we are making suggestions to change
some words in the bill, we must be against the purpose of the bill.

Mcr. Dixcern. I note only that you have endorsed only one section
completely and that only by not opposing it.

Mr. Corier. T would be very surprised, sir, if this committee has
£ accepted without change more than 23 percent, let us say, of the
: precice sections offered to it in administration bills.

Your function is to change a bill where you think it is appropriate.

Mr. Dixgerr. Yam sure thisis true.

No further questions, Mr. Chairman.

Thank you very much.

The Cstarrarax. Mr. Schenck?

Mr, Scrirexcr. Mr. Chairman, I was very much interested in Dr.
Klumpp's testimony here, and I think he has covered the subject
very well.

Where I disagree isa matter of record.

. T do not see any reason that the industry should be concerned about
' ‘ keeping proper records.

You certainly have to keep proper records for Internal Revenue.

Dr. Kueaee, We are vers much in agrecment with that, Mr.
Schenck.

Mr. Screxck. It would appear to me that the human side of the
picture is even more important.

Dr. Krearree, Yes.

Mr, Scugxcr. I have great reepect for the pharmacentical indus-
irv and for the very wanderful service and the distinguished service
that our dedicated physicians are aiving to all of the people of the
United States.

T agree wholeheartedly that the health of our Nation and the ad-
vanee in the manufacture of drugs is the most outstanding in the
world.

At the same time, the industrv cannot ewcape the responsibility of
the salesmen it hires who visit the doctors. overburdened with heary
schedules of patients, salesmen who are neither pharmacists or scien-
tists or doctors.
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Dr. Kroaer. Most of thém are pharmacists.

ng Mr. Scirexck. But who really do sell drugs?

Dr. Kroarer. Most of them are trained pharmacists, Mr. Schenck.

Mr. Scaevce. Sirt

Dr. Kr.oaxre. Most of them are trained pharmacists, sir.
re- Mr. Screxck. Well, I have known a number who were not, and
the that is going back to the salesman, because that has been my life’s’
ide work, as a salesman.

I would say that you, Dr. Klumpp, are an excellent salesman fo
e your point of view and your company. -
the Dr.>Krearer. I could not sell nickels for 5 cents, Mr. Schenck.

Mr. Scuexck. I would just make the observation that the industry
hat does have a responsibility to hire salesmen whe are very conscious
‘ a;‘ of their own responsibilities and who are well informed in this whole
M field.

Dr. Kreyre. We make the greatest effort to do that, to hire the
do very highest type people that we can, and we pay them very well.
ere May I also add that one of our detail men was the first witness here,
ng Mr. Beesley, who started out as a detail man for our industry, and his
‘ou company.
ge Mr. Scuexck. Mr. Beesley has done a remarkable job.

- Dr. Kroyer. He represents the caliber of the people that we en-
lon deavor. and do everything we can, to obtain, anti) occasionally, and
quite often, we succeed.

135 Mr. Scuexck. I quite agree with you that your well-expressed
he confidence in Mr. Beesley is justified but, of course, there are relatively

b few such opportunities to become a president of a concern as large
te. A and as good as the Eli Lilly Co.
- A Dr. Kioyeee. Tagree with that, too.

Mr. Scuexck. So 1 would guess that the opportunity for salesmen

who aspire to such a position would be quite limited.
; The Cuarryax. Mr. Younger?

or. t Mr. Yorxeer. I want to thank vou for the suggestions that you
et o make in regard to this bill. We want to get out a good bill, and there
is no one that I know of who has a corner of all this information,
and certainly I for one appreciate the recommendations made by the

ut B pharmaceutical industry.
- 3 Dr. Keoaeer. Thark vou very much, Mr. Younger.
le. [ We have a common objective there. We are eager to have a good
[r. 3 bill and one which will provide the protection which our 182 million
f citizens are entitled to have.
he - 3 Mr. Screxcr. 186 million, almost 187 million now.

Dr. Kiryre. You must have seen that clock more recently than I.
The Criamraax. By the time we get this good legislation, maybe

s- N we will have 193.
e Mr. Youxcer. The extra ones will be in California.
18 Dr. Kuoaree. That isrizht, where my children are.
= The Citatryrax. Mr, Moulder had to leave, but he did suggest this
1 b auestion. which I also had in mind.
e ; On page 16 of your statement. according to Mr. Moulder, referring

to the physician’s freedom to prescribe as he sees fit to encourage the
development of new products and so forth, he asked me to inquire
for him what information or knowledge is given or reported to the
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prescribing physician concerning conflicting opinions on the effective-
ness or safety or efficacy of a new drugt .

Dr. Kruype. Mr. Chairman, we go to great lengths to provide the
practicing physicians with all the information available concerning
the action and use of our products. . .

We have brochures which are distributed to every physician which
tell the whole story, tell both sides of a story, the good as well as the

bad.

We believe that every physician should have that, and that, it seems
to me, is the most practical way of conveying the full story of the
practicing physicians. .

The Cuam>aN. May I then assume from what you have said that
the industry will make full disclosure to the physiciant i

Dr. Kruvarer. Yes, and FDA now passes on our booklets to satisfy
1it:self that we are beiling the whole story. That is under the present

aw.

The Cramstan. T am not talking about FDA for the moment. I
am talking about what you tell the doctors, particularly on tests of
ex%erimental dru

. KLuarep. Yes.

Mr. Chairman, one of the subsequent witnesses will furnish you
and the committee with examples of the kind of information that
goes to the practicing physicians.

The CuamasraN. Thank you very much, Dr. Klumpp, for your very
forthright and fully explanatory statement of your views on this sub-
ject matter.

Dr. Krvaee. Thank you.

I am sorry it was so long.

The Crtazraycax. Mr. John T, Connor.

I might say for the information of those who are interested that
after the presentation of Mr. Connor’s statement, the committee will
recess for a little while and give everyone an opportunity to relax
a little bit and get a bite to eat and we will come back here at 7 to
resume hearings. )

The Chair is going to hear these witnesces, so that is the information
for hoth the witnesses and everyone else.

Mr. Connor, you may proceed.

STATEMENT OF JOHN T. CONNOR, ON BEHALF OF THE PHARMACEU-
TICAL MANUFACTURERS ASSOCIATION, ACCOMPANIED BY LLOYD
CUTLER, ESQ.

Mr. Coxxor. Thank you very much.

Mr. Chairman, my name is John T. Connor. T am president of
Merck & Co.. Inc,, Rahway, N.J. I have made available a brief bio-
araphical statement which you may wish to incorporate in the record.

As rou will see when reading that statement, I am another Federal
Government alumnus now working in the pharmaceutical industry.

I <hall present the views of the Pharmaceutical Manufacturers As-
sociation on these parts of HLIX. 11551 : Section 101: Requirement of
Adequate Controls in Manufacture ; Sections 201 and 202 : Factory In-
spection; and Section 105: Certification of A1l Antibiotics. In ad-
dition, I shall propose a new provision having to do with the registra-
tion of preseription drug manufacturers.
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SECTION 101—REQUIREMENT OF ADEQUATE CONTROLS IN MANUFACTURE

] Sectton 101 of the bill provides that any drug—no matter how good
: it 1s intrinsically—avill ‘I)e outlawed from interstate commerce if it
3 has been made mn inadequate facilities, by improper methods. with
Y inadeqnate controls. or by the use of unqualified g@rsonne]. The pur-
pose of this amendment is to assure that all drug producers meet
standards of good manufacturing practice.

. : . Under the amendment, the Food and Drug Administration would

N g issue regulations setting up ground rules for what constitutes a good
¢ manufacturing practice, and enforce those ground rules by its tradi-

tional procedures of injunction, seizure, and action for criminal

3 penalties.

As hackground for my comment on this section, Mr. Chairinan, let
me point out that it takes many things to make drugs that meet the
needs of modern medicine. It takes complex chemical factories,
scrupulously correet materials and supplies, extremely delicate equip-
ment and facilities. highly trained professional and technical em-
plovees, and intricate control systems to guard against error from
raw material to finished package. It takes thousands of tests and
samplings, and a lot of checking and rechecking. It requires good
3 organization, good communication, aud good morale. It requires
2 character and stern discipline in rules. and character in individuals
7 : from bottom to top. Tt requires a good bit of courage, because we
- - 3 are making some of the most complicated compounds that exist, for
one of the most intimate, delicate, and sensitive purposes there is.
Failures or mistakes are dreadful things—and a respectful fear of
them is built into our tradition if we have been doing our work prop-
erly for a long time.

Unlike most other products, the care and concern devoted to man-
ufacture of drugs are not visible in our products. Drugs made under
the best conditions look like their cheaper versions.

Mr. Chairman, I think I can say that despite public and competi-
tive pressure to cheapen their products, the sound companies in this
industry have continued to carry on with their good manufacturing
standards, disciplines, control procedures, insistence on top-flight per-
sonnel, and other traditions of quality.

When the Commissioner of the Food and Drug Administration
testified before the Senate Antitrust and Monopoly Subcommittee in
June of 1960, he presented a 21-table summary of the agency’s en-
forcement experience for the period 1950 to 1960. From these tables
it can be seen that 28 major firms in that decade supplied 87 percent
of the total volume of presciption drugs. An estimated 1,200 firms
supplied the remainder. During this time, those major firms were
subject to four Food and Drug legal actions hased on drug compo-
sition. The others, supplying 13 percent of the drugs, were subject
to 454 legal actions for the same cause.

Mr. Larrick testified as follows:

* * ¢ The facts are that those manufacturers, large and small, who have ade-
quate scientific personnel and controls are producing pure and safe drugs while
those that do not have such controls are likely to violate the Food, Drug, and
Cosmetic Act. As 8 matter of fact, we occasionally encounter a violation by a

manpufacturer whose controls are bevond reproach, which simply emphasizes
the fact that even with the best scientific controls buman error will occur. But

O MR

431




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

256 DRUG INDUSTRY ACT OF 1962

1t occurs less frequently with those firms who rely on properly trained scientists
and with much greater frequency in the case of those firms who rely on improp-
erly trained and unqualified emplorees who have neither the understanding of
modern drug manufacturing nor the appreciation of the serious responsibility
that rests on those who offer drugs to sick people.
In view of the importance of scientific control to insure the composition of
drugs, this logically raises the question whether we should not propose, to the
committee of the Congress with legislative responsibility in this area, new pro-
visions to require the adoption and use of appropriate manufacturing and con-
trol procedures by firms producing drugs now subject to the new drug provisions
of the law (“Administered Prices,” hearings before the Senate Subcommittee on
Antitrust and Monopoly, p. 12115).
I would emphasize a point that Mr. Larrick made. Some of our
very best and most responsible companies are the smaller ones. Size
has nothing to do with the excellence of manufacturing and control
. standards. The problem for legislators and for officials of executive

agencies, and indeed for all of us, is to find ways to set and enforce
‘ standards that will bring the performance of all manufacturers closer
f to the high level of excellence already being set by the better members
o of the industry.

In our efforts to make more uniform throughout the industry those
practices which now characterize the best of the industry, we must
have means of dealing with the fringe operators who purvey drugs to
the American people. The flow of such drugs has, if anything, in-
creaced since Mr. Larrick testified 2 yearsago.

A large drug counterfeiting plant, distributing nationally, was un-
covered in my own State of New Jersey and prosecuted under State
and Federal laws. The owners obtained bulk supplies of important
new drugs and formulated and packaged them in containers with labels
. that simulated those of established, reputable drug firms. I am sure

i the committee can imagine the manufacturing standards, quality con-

: trol, and basic sanitation—or lack of it—of such a company.

i We are only now beginning to learn the extent to which drugs
o formulated in this country from raw materials of foreign origin have

Lo been placed into the American supply line by people operating in the
shadow of the responsible industry, people who have in prior years
eiven the Food and Drug Administration its largest number of en-
L forcement headaches. Within the past yvear we have discovered that
imported drugs are coming here from foreign producers who use tech-
nical and scientific data stolen from American firms who first invented
the drugs. And unless braad and sound regulatory standards can be
o established and rigidiy enforced, an increasing number of entrepre-
‘ neurs will probably be attracted into the drug field to exploit the at-
‘ tractiveness of seeming drug bargains.
: We thus support, as we publicly announced at the Senate subcom-
K mittee hearings last December, an amendment to the Food and Drug
. Act which gives the FDA the power to enforce proper standards of
manufacturing performance across-the-board as to all drug manu-
| ‘ ‘ facturers.

| ‘ f At the same time that we urge your adoption of this amendment.

‘ we wich to present several reservations about its precise language.
‘ 1. Our first reservation has to do with who in fact establishes cood
‘ manufacturing practice. The Food and Drug Administration, which
| does not manufacture drugs, cannot create manufacturing practice.
It can only impose on some manufacturers standards set and met by
; others. Thus FDA’s detailed regulations, in our judgment, cannot
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authoritatively state what good manufacturing practice should be, but
can only reflect and interpret what good manufacturing practice is.
Let me expand on this for a moment.

The standards cannot be extreme. cannot be so unrealistic or unrea-
sonable that they can be met by no one. They cannot, for practical
purposes, be so high as to be met by only a few of the best manufac-
turers. They must not, on the other hand, be so low as to fail to pro-
tect the public against weak or shoddy production and control prac-
tices. We agree that the standards should. as stated in the amend-
ment, be “good™ manufacturing practice. But it simply has to be
“aood” manufacturing practice as manufacturing experience has es-
tablished it at the time. And it must also be good practice as manu-
facturing experience continues to establish it, Mr. Chairman.

Standards of practice are improved with experience. New proce-
dures are discovered, shortcuts found. better ways developed to test
and control batches of drugs. In the dozen or so vears since Merck
started producing cortisone, for example. the number of separate proc-
essing steps has been cut from 30 to about half that number, and our
control systems are far superior to what they were.

To establish standards by Government fiat over something as dy-
namic and vital as drug production, testing. and control methodology
would be to stifle manufacturing progress and important improve-
ments in control and safety systems.

Thus we say that the Secretary should be empowered to issue regu-
lations on mood manufacturing practice that are interpretive of what
good practice is, and not determinative of what it is.

We would not object to a provision that would spell out that such
regulations will be considered prima facie evidence of what consti-
tutes rood manufacturing practice in any enforcement proceeding un-
der that section of the statute. While this would put a defendant man-
ufacturer in the position of carrving the burden of proof, it would
still give him the opportunity to show—if true—that his practice is
good manufacturing practice despite the agency’s interpretation that
it is not. Such flexibility will allow minimum standards to reflect the
best judgment and practice prevailing in the industry, permit su-
perior standards to he reflected in quality products. and permit all
standards to be upgraded with experience.

2. Our second reservation on this section has to do with whether
tlie Food and Drug Administration should have the power to estab-
li<h and enforce standards of training. experience. and background for
all personnel in the multifold operations of a drug manufacturing
establishment.

Our feeling is that a Government agency cannot set up meaningful
general standards for all thoee <kills and diwciplines without doing
more harm than good.

It is perfectly true, as Mr. Larrick has said, that firms relving on .

properly trained and qualified emplovees are likely to have better com-
pliance records than those which do not. But the selection and use
of scientific and technical personnel is a delicate function, involving
subjective judgment and long-term. close experience with people.

Should a 2ood analytical chemist. for example, be dismissed from
his job because he did not get a degree?
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Every company surely has that topflight veteran production chief
whose record may not look impressive on paper, but who never makes
an operational error. It is rather frightening to contemplate the in-
evitable arbitrariness of personnel standards set by Government for
industry, and the difficulty, hardship, and discrimination likely to at-
tend their application,

We therefore urge that the standard-enforcing authority of the
Food and Drug Administration be directed to those measurable thin
that men and women in our plpants make and do—to facilties, build-
ings, equipment, methods, systems, and Frocedur%——and not to the
Erof%sxonal and technical competence of our employees, what they

ave done, and who they are.

3. Our third reservation on this section has to do with a redundancy.

The purpose of subsection (i) is to establish minimum manufactur-
ing standards to assure that a product’s identity, strength, quality,
and purity are what they purport to be. We think that is all that
such standards can properly assure.

Subsections (ii) and (iii) of the amendment provide that standards
of manufacturing practice must assure that a product will not be in-
jurious to health and is properly labeled under the act. Since other
sections of the statute deal with whether a product—being what it

urports to be—is injurious to health when used in accordance with

irections, or is properly labeled under the act, it seems to us that sub-
sections (ii) and (iii) are redundant and create a double layer of
enforcement. We urge that these two subsections be deleted.

4. Our fourth and final reservation on section 101 rests on a single
word. We would like the word “assure” to be used instead of the
word “insure.” Our view is based simply on the desire to avoid the
possibility of the section’s being used to impose on manufacturers an
msurer’s liability without fault under the common law.

This concludes my comment on section 101. For the convenience of
the committtee, I should note that S. 1552 as reported out by the
Senate Judiciary Committee on July 19, 1962, contains language satis-
factory to us for carrying out these recommendations.

SECTIONS 201 AND 202—FACTORY INSPECTION

May I turn your attention now to section 201. This section would
amend the factory inspection authority of the Food and Drug Ad-
ministration to include everything in a drug-producing or drug-stor-
ing establishment (including records, processes, controls, and facili-
ties) having a bearing on violations or potential violations of the act.

We also support, and have publicly supported since last December,
this broadening of inspection powers over drug manufacturers as an
appropriate requisite to enforcement of the new section establishing
minimum standards of manufacturing practice.

20“'0 have two reservations about the Janguage proposed in section

1.

1. The first can best be stated as a question.

Should the Food and Drug Administration, through its inspectors,
be authorized to go through all the records and files of 2 manufac-
turer whether or not they are relevant to enforcement of the act?

We believe the words of the amendment before us would permit
him to do this if he insisted. The only restraint in the amendment
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on chief . is that the records and files have a bearing on a violation or a potential
r makes n ¥iolation of the act. An inspector could say of almost any record that
s the in- 3 , it might have a bearing on a potential violation of the act. He could
1ent for k3 say, éven about financial records, pricing records, personnel records,
ly to at- 4 and fgndamental research records, that he could not know whether

. 1 or ngt they had a bearing on a potential violation until he had seen
of the E them. )
e thin u This raises a constitutional question. Mr. Chairman.
3, build- 3 The gFuarantee against unreasonable search and seizure has been
i to the B peld to'mean that Goverhment. agencies should not invade and search
at, they 3 a citizen’s private premises without probable cause to believe that a
- crime has been or is being committed. We do not maintain that
ndancy. : " argument against the proper needs of the food and drug enforcement
ifactur- = 4 agency.  But we do maintain that the power of inspection should not
quality, a be so broadly worded as to authorize unlimited search into irrele-
all that 1 vancies. Such unlimited search is unfair and detrimental to us as
- 3 manufdcturers, and from the public standpoint opens the amendment
undards - unnecessarily to constitutional attack in future enforcement situations.
t be in- f & We suggest that the language should clearly limit inspectors to
e other B matters that have a real and substantial bearing on enforcement of
what it 2 the Federal Food, Drug, and Cosmetic Act. We ask that the phrase
ze with 3 “material bearing” be used, and that the catchall phrase “or potential
at sub- B violation” be deleted.
\yer of = 4 We further sugﬁest that there be specific exclusion of types of con-
) - & fidential records that would not properly contern the Foodpxd Dry;
\ single = Adniinistration in its legitimate enforeement activities—records sue
of the 3 2s finincial data, sales'data (other than shipment data), pricing data,
pid the ] personnel data, and research data (other tEan‘ clinical records of the
rers an . 8 type thaf must be furnished to the Food and Drug Administration
= under the new drug provisions of the act).
ence of 2. Our gecond reservation on section 201 has to do with the con-
by the ; fidentiality of complaint files. The inspection powers will, of course,
e satis- ] extenid to complaint files. Such files normally contain a great deal
: of he](i)ful correspondence from doctors anci7 other professionally
trained people, as well as the general public. It is essential, of course,
: that all such correspondence continue to flow freely without fear
of the disclosure of professional confidences. And while we agree that
would the Food'and Drug Administration should have access to reports from
g Ad- 3 professional medical correspondents. we feel such reports should be
g-stor- ] made avajlable only to physicians on the FDAs staff.
facili- - We thus request that provision be made for the Secretary to issue
he act. rezulations that place this safeguard around the complaint file inspec-
:mber, tion. At the same time, {Fe believe provision should be made to permit
as an ; physicians in the affected company to examine similar information
ishing received from professignal sources by the Food and Drug Adminis-
i . 3 tration ‘itself. ’ ) :
ection " Section 4(a) of S. 1552, as reported on July 19, 1962, contains
language which is generally satisfactory from our point of view con-
cerning these qualiﬁcationé we have on section 201 of the instant bill,
»ctors, 3 but some gdditional language would be needed which we will be glad
1fac- % to suggest.’ *
i We ‘have one reservation on section 202 of the bill which relates
'iemu: to protecting the confidentiality of information learned during a fac-
men
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tory inspection. These expanded factory inspection powers will put
inspectors into the midst of the most confidential aspects of produc-
tion, processing, and control operations. and will enable them to learn

" scientific and technical data that are invaluable competitive assets.

While so far as we know it has never happened, any disclosure of
such assets to competitors by inspectors should be very carefully
guarded against. The beneficiaries of revealed data are always saved
the cost and given the advantage of the innovator’s scientific and
technical work; and the manufacturer who has done the innovative
work is forced to compete in the marketplace—at an obviously un-
fair disadvantage—against those who have capitalized on his own
research and technical development.

We therefore support section 202, but ask that it be further
strengthened by permitting disclosures only when “required” by law,
not when “authorized” by law.

SECTION 105—CERTIFICATION OF ALL ANTIBIOTICS

We have supported the principles of sections 101, 201, and 202 of this
bill, Mr. Chairman, but must strongly oppose section 105, which ex-
tends to all antibiotics the batch-by-batch certification which now
applies only to five specified antibiotics.

In order to understand our position on this matter. it is necessary to
2o back to the original 1943 amendment that placed this special control
on penicillin.

Penicillin was developed during World War II. It was a wholly
new kind of drug material produced by a micro-organism grown in
fermentation media. Under critical conditions of material supply.
the American drug industry hurriedly developed and put into opera-
tion factory fermentation processes for penicillin—one of its out-
standinge contributions during the war.  But even while these facilities
were being rushed. penicillin was desperately needed for both military
and civilian populations. The decision was made to get it into use
de~pite the abeence of uniform manufacturing methods. tests, and
controls.

To ensure uniformity. it was decided that there should be a central
agency to test each batch of every manufacturer’s product. The War
Production Board first had the responsibility for this function. When
WPB went out of existence. the Congress transferred the responsi-
hility to the Food and Drug Administration by an amendment to the
Federal Food. Drug and Cosmetic Act. The words of the amendment
made clear that the function swas intended to be temporary.

Streptomycein came along 2 vears later. and the statute was amended
to include 1t.  The ~tatute was further amended in 1949 to include
three new antihiotics—aureomyvcin, chloramphenicol. and bacitracin.
My OQxar Ewing, then Federal Security Administrator, supported
this amnendment before the Congress. and added:

It i< probnble that as imiproved techniques in manufactare and better methnads
of testing are developed, the need for pretesting and certification of aureomycin,
chloramphenicol, and lacitracin may no longer exist. That probability with
respect to penicillin and streptomyein was recognized in <ection 707 (c), which
directs the Adminictrator to prommulgate rezulations exemjting the drug from
certifiration requirements when that procedure is not neces<ary to insure safety

and efficacy of use. This provicion would apply equaliy to aureowycin, chlor-
amphenicol, and bacitracin if the recommended amendment is adopted.
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The situation is quite different today. _Antibiotics can be produced
and controlled with as high an assurance of uniformity and quality as
other commercially produced and much more complex drugs. We are
no longer dealing with pioneer techniques of production and control.
Consistently reliable methods have been developed for testing purity
and potency. There are more than 20 other antibiotics now on the
market which have gone through the regular new drug procedure and
are not batch certified. They have an excellent record of safety and
usefulness, and the Food and Drug Administration’s own record of
drug recalls during the last 4 years shows that they have presented no
serious difficulty in manufacture or control. )

In the 13 years since Mr. Ewing explained to the Congress the
temporary character of the batch-testing controls and predicted ad-
ministrative end to them at the appropriate time, the Antibiotic Divi-
sion of the Food and Drug ! (ﬂnimstrﬁtion has grown larger and
larger. It has not substantially relinquished control as to any of
the five antibiotics, in the sense intended by the original amendment.
It has instead expanded the original control. The agency has ex-
tended batch control to other antibiotics when they are combined with
batch-tested antibiotics. It has superimposed the controls onto other
products containing antibiotics, even wken these products are con-
trolled by other sections of the statute.

As you know. Mr. Chairman, Mr. Roberts and other members of
the Health and Safety Subcommittee of this committee have wrestled
in recent weeks with the complex problem posed by multiple controls
over animal feedstuffs. As they know, an animal feed may have to
be cleared under three different sections of the act—food additives,
new drugs, and antibiotics batch testing. The sections, administered
by three different regulatory branches of FDA have different yard-
sticks forapproval. Ananimal feedstuff may get through one branch,
but not another. This complex and confusing triplification of regu-
lation has raised difficult problems for the Food and Drug Admin-
istration, the drug and animal feed industries, and the livestock
producers. To resolve these problems our asseciation and the Animal
Health Institute have proposed new legislation to deal separately
with drugs for animal use. -

The problems and the proposed legislative solution are fully dis-
cussed in the statements filed for our association and the Animal
Health Institute on August 7 in the hearings of the subcommittee
on H.R. 12437, and I simply want to state at this time that extension
of batch certification to all antibiotics will further complicate an
already difficult problem.

Now, what is the end result of this outmoded Government double-
checking on the individual batch production of five well-established
antibiotics?

In the fiscal vear 1960—according to the Controller General's re{])ort
to Congress dated September 1961—the FDA rejected one-eighth of
1 percent of all batches submitted to it by the manufacturers for test-
ing. In come cases, rejections are baced on failure to meet standards
that have nothing to do with zafety or potency. Some manufacturers
speed certification hy submitting barches hefore they have the final
results of their own tests. It is certain that a number of FDA-
rejected lots wauld have been rejected by the manufacturers anyway, on
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the basis of their own tests. And it is a good guess that the ‘x;e,m.ain'i.ng
deficient batches would have been stop by the tighter application
of the manufacturer’s own controls, which he would have exercised
had he not had the crutch of a Government doublecheck.

This steadily growing branch of the agency used up about 150
man-years of technical talent in the batch certification of antibiotics
last year. By almost everyone's admission, Mr. Chairman, the FDA
badly needs, and we feel should have and properly use, additional
scientific and technical manpower. That manpower is scarce enou%h)
as it is—everywhere. Placing 20 additional antibiotics under the
certification system will simply make an obsolete function bigger and
will use up additional talent that could be put to work on the enforce-
ment of a statute that will be significantly stronger after this bill is

passed.

Good judgment, in our opinion, dictates that the agency should use
its manpower where it will do the most good—to carry out proper
factory inspections, to enforce other essential provisions of the law,
and to achieve adequate manufacturing and control standards among
all producers of aﬁ%im.g& .

In summary, Mr. Chairman, we oppose section 105 on the grounds
that batch certification is no longer needed; that it is wasteful of time
and energy and scarce manpower; that batch certification of
antibiotics, either some of them or all of them, weakens the develop-
ment of strong, self-reliant manufacturer control systems, and that
responsibility for safety and quality of antibiotics can be well sife-
guarded by the FDA, without duplicate testing, under existing au-
thority and through the additional authority that would be provided
under other provisions of H.R.11581.

REGISTRATION OF DRUGG MANUFACTURERS (NEW PROVISION)

Now that T have covered three provisions of this bill that we feel
will strengthen the act. and one that we oppose, let me advance a new
provision that we think should be in the bill. A proposal that would
require every drug manufacturer in this country, whether he operates
in interstate or intrastate commerce, to register with the Food and
Drug Administration every one of his establishments that produce
or process drugs. Under our proposal, failure to register would be,
in itself, a violation of the act.

A prorvision such as this would bring into the open every individual
or organization that embarks on the serious and responsible task of
making drugs for the people of this country. Knowing who they are
and where they are. the Food and Drug Administration could inspect
and take any appropriate action needed to clean up or close down
illezal operations by criminal action, injunction, or product seizure.

To assure no oversight, we think it should be mandatory that every
registered establishment be inspected by the Food and Drug Adminis-
tration atleast once every 2 years.

. Foreien producers who send their raw materials or finished products
nto this country should be subjected to no less stringent controls than
domestic manufacturers, and we believe they, too. should be required
to register. :

. For the assistance of the committee T submit, with the request it be
inserted in the record, a draft of an appropriate amendment to carry
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out these registration proposals. Similarly, T submit a draft of an
amendment to carry out Mr. Beesley’s recommendation that the
counterfeiting provisions of the act be tightened. This is a necessary
corollary of our registration proposal and our support for the prin-
ciples of strengthened inspection and manufacturing controls. The
drug counterfeiter is a menace to all and the law should contain pro-
visions for dealing severely with him.

CONCLUSION

No law, Mr. Chairman, can guarantee infallibility or assure against
mishap or deliberate violation. The best protection will always be
the manufacturer’s integrity and driving concern for his reputation
and survival.

And no legislation can supply the incentive to build quality into a

roduct. It must remain the desire for good reputation, the need to
Ee trusted by physicians and patients, and the competitive urge to
excel, that supply the fuel for outstanding performance.

The laws should serve to encourage the best of these motivations,
to build discipline and a sense of responsibility, to foster self-reliance
and initiative. The laws should p{;ce a floor under industry per-
i formance for the public safety; they should not permit industry
: standards to be lowered for the sake of marginal performers.

g We believe that the sections of H.R. 11381 I have here supported
E will do these things.

TWe believe they will greatly strengthen the act where it should be
strengthened, and will set the stage for the type of performance and
the constant improvement of performance that the American public
is entitled to from those who manufacture prescription drugs, and we
urge your enactment of them with the changes I have discussed.

The amendments referred to follow:)

ForM OF AMENDMENT T0 STRENGTHEN THE COUNTEBFEITING PROVISIONS OF THE
FeperaL Fooo, Drua, AND COBMETIC ACT, PROPOSED BY THE PHARMACEUTICAL
MANUFACTURERS AGSOCIATION

SEC. —. Section 301 of the Federal Food, Drug, and Cosmetic Act is hereby
amended to add a new paragraph (o) as follows:

“(0) (1) Placing or causing to be placed upon any drug or upon the container
of any drug trapsported, received, or held for transportation in {nterstate com-
merce, with intent to defraud, the trademark, trade name, or other identifying
mark, imprint, or device of another of any likeness of any of the foregoing; or
(2) selling, dispensing, disposing of or causing to be sold, dispensed, or disposed
of, or concealing or keeping in possession, control, or custody, with intent to
sell, dispense, or dispo<e of, any drug or any container of any drug trausported,
received, or held for transportation in interstate commerce. with knowledge
that the trademark, trade name, or other identifying mark, Imprint, or device
of another or any likeness of any of the foregoing has been placed thereon in a
manner prohibited by subparagraph (1) hereof; or (3) making, selling, dispos-
ing of or causing to be made, sold, or disposed of or keeping in possession, con-
trol, or custodyx. or concealing, with Intent to defraud, any punch, die, plate,
stone, or other thing designed to print, imprint, or reproduce the trademark,
trade name, or other identifying mark, Imprint, or device of another or any
likeness of any of the foregoing upon any drug or container thereof, transported,
received, or held for transportation in Interstate commerce.”
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FoaM oF AMENDMENT To PROVIDE FOR REOISTRATION Of DRUG MANUFACTURERS,
PROYOSED BY THE PHARMACEUTICAL MANUFACTURERS ASSOCIATION

Section 3 of S. 1532 as reported to the Senate on July 19, 1962, contains gen-
erally acceptable provisions for registration of domestic drug manufacturers. To
provide for registration of foreign manufacturers and to make necessary clari-
tring changes, such section 3 should be further changed as follows (all page
and line references are to $. 1552 as reported on July 19, 1962) :

On page 24, at line 19, insert after the words “owns or operates” the words
“in any State.”

On page 24, at line 22, after the words “in accordance with” insert the words
“the foregoing subsections of.”

On page 24, at line 24. after the words “owns or operates” insert the words
“in any State.”

On page 235, at line 9, strike the word “This” and insert in lieu thereof “The
foregoing subsections of this.”

On page 26. following line 14. add the following :

“(i) Anr establishment within any foreigm country engaged in the manu-
facture, preparation, propagation, compounding, or processing of a drug or
drugs shall be permitted to register under this section pursvant to regulations
promulgated by the Secretary. Such regulations shall inciude provisions for
registration of any such establishment upon condition that:

“(1) adequate and effective means are available to enable the Secretary
to determine from time to time whether the methods, facilities, and con-
trols used in such establishment fulfill the requirements of section 501
(a)(2)(B);

“(?) the registrant perinits the inspection of such establishment from
time to time in accordance with section 704 of the Act;

“(3) the registrant pays such fees as are determived by the Secretary
to be necessary to provide and maintain adequate inspection of such
establishment;

‘“(4) the regisirant files with tbe Secretary a designation in writing of
the name and post office address in the District of Columbia of a person
residing or having a place of business in the District of Columbia upon
whow process 1ssued by or under the authority of apy court having juris-
diction of the subject matter may be served in any proceeding at law or
equity broucht against such recis<trant. and upon whom service of all notices
and proucess apd all orders, decisions, and requirements of the Secretary may
Le made for and on bebalf of said registrant.”

The Ciamaeax. Mr. Connor, thank you very much for your state-
ment.

Mr. Coxxor. Thank you, Mr. Chairman.

The Crramarax. We are glad to have your suggestions and recom-
mendations which deserve careful consideration. Obviously the com-
mittee will con<ider the merits of the proposals.

M. Dingell.

Mr. hixcern. Thank you, Mr. Chairman.

T comunend you for a very excellent statement, sir.

M. Cov~or, Thank vou, Mr. Dingell.

Mr. Dixceen. I note here in red ink a statement made not too long
hack I Mr. Goodrich, who is Assistant General Counsel of the Food
and Drug Administration, wherein he saxs as follows about factory
mspection:

Al tao often inspectors are treated to a guided tour through the establishment.
They are refused access to formula files. complaiut files, <hipping records, and
a great deal more inforination that js ahsolutely e<sential for them to see, in
arder ta determine whether praducts are being produced in complirnee with
the Lvw.  Every working day food, drug, or cosmietic manufacturers refuse to
give our fuspectors access to information needed to safeguard the public. These
refucals are not rectricted to the fiy-bir-night operator, but extend to some of
the very largest manufacturers iu the country.
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He goes on and he says:

The list of refusals is indeed a long one. It covers all types of business. It
covers all kinds of requested information, and it all arises from the uncertain
conditions that prevail under existing law. -

Then he goes on to say as follows:

We foupd some firma with a fixed policy against fuspection were applying for
effective new drug applications, certification of antibiotics, lusulin, and coal-tar
colors, exemption from certification food additive regulations and hazardous
substance labeling exemptions. They were presenting data to us to support
these requests asking us te rely oa it, but at the same time denying cur Inspec-
tors the right to inspect to determine the accuracy of the data.

You have endorsed strengthened factory inspections. You have of
course suggested some modifications in it. Specifically, you suggest,
as I note, that the language should clearly limit inspectors to matters
that have a real and substantial bearing of importance to the Federal -
Food, Drug, and Casmetics Act. You ask that the phrase “material
bearing” be used. That is on page 10.

First of all, I am sure your counsel, seated next to you, can tell us—
have you ever heard that word used in connection with statute before,
“material bearing™? -

That is not a work of art.

Mr. Corier. The word “material” appears in this statute, T believe,
several times.

Mr. DingeLe. T said “material bearing.” Have you ever heard that
asa work of art ?

Mr. Crreer. Mr. Dingell, I have never seen the phrase “having a
bearing” before in a statute. T agree with that.

- Mr. Coxxor. We are just suggesting that if the word “bearinf” is
used as it is in this bill that it be modified by the word “material.”

Mr. DixgerLe. I see. Now, your principal concern is protection of
trade secrets in this regard; am I correct? Protection also of the
doctor-patient relationship and the relationship that your company
has with doctors and with patients who are subject to clinical invest1-
gations; am I correct?

Mr. Conxor. Mr. Dingell, you have three or four questions all rolled
up in one. May I first take the question having to do with trade
secrets? .

With respect to new drugs that are subject to the new drug appli-
cation procedure, I think it 1s safe to say that we have no trade secrets
from the Food and Drug Administration, because we are now required
and do in fact submit to the FDA as part of our new drug application
detailed information about our production and control procedures.
So with respect to all the drugs subject to the new drug procedure,
they have that information, .

Now, with respect to trade secrets for the production of old drugs,
we are agreeing with the Food and Drug Administration suggestion
that their inspectors be given broader authority than they now have.
I think it is quite clear that if the Congress decides to give this broader
authority, the FDA will have access to what we would call trade
secrets with respect even to old drugs.

We are not objecting to that, but we think there are some of our
records that would be subject to the Janguage of the bill before this
committee that do not properly come under the scrutiny of the Food
and Drug inspector. Those financial records having to do with
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groduction costs and profits in many cases become available to the
ureau of Internal Revenue in connection with the audit of our in-
come tax returns, and this is proper. But we do not see that those
matters having to do with that highly important competitive infor-
mation necessarily have to be made available to the Food and Drug
Administration for the exercise of their jurisdiction. So we are
op to that.

e third part of your question had to do with the confidentiality
of case clinical reports submitted to us by clinicians who are exper:-
menting with our drugs or who are actually using the drugs after
they have received an effective new-drug application.

We think that the material submitted by physicians to our physi-
cians concerning the specific effect of the drugs on their patients does
contain confidential information subject to _the doctor-patient
relationship. )

We are agreeing with the proposal in this bill that information of
that kind should be made available to the Food and Drug Administra-
tion, but we are suggesting that it should not go to everyone in the
FDA. In order to maintain the confidential nature of the reports
and to encourage clinicians to continue sending in reports, they should
go just to medical personnel where they will be handled in accordance
with the traditional requirements of the medical profession.

Mr. Dixcern. I wonder if this is really necessary when we have a
situation where Food and Drug—if we require Food and Drug to
maintain the confidentiality of this information, I wonder if we have
to limit it to physicians.

Mr. Coxxor. We think it is important and we would refer you to
some representatives of medical associations who might have some
views to expresson this.

Mr. Dixgeut. Is there anything in the canons of medical ethics
that requires that this information be preserved to physicians only?

Mr. Coxvor. Oh, absolutely. You heard Dr. gcheele and Dr.
Klumpp testify on the importance of this.

Mr. DixgeLt. What T am concerned about is, let'ssay that Food and
Drug has a man who is a pharmacologist, not a doctor of medicine
or a particularly qualified specialist, in another field. He is the only
man who can do this work. How can we say, then, that he is not quali-
fied to look at this or should not look at this if he looks at it under
adequate safeguards to preserve the confidentiality of the information?

Mr. Coxxor. In a situation such as you describe, there perhaps is
good reason for him to see it, aud in accordance with medical tradi-
tions he probably would be able to see it.

What we are doing here is raising a point which we think needs to
be covered.

Certainly all employees of the FDA should not have access to this
kind of information and we think, therefore, that tliere should be
some kind of safegruarding words used in the statute.

Mr. Dingerr. What if it were just limited thien to qualified investi-
aators in the Food and Drug who had clearance to maintain the con-
fidentiality, and so forth?

Mr. Coxxor Perhaps that is the best way of explaining it, but I
think this is something that should be given some more thought and
worked out with counsel.
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Mr. DinceLL. T am sympathetic, but I think this is a better way than
the rather inflexible way that you have.

Now, the next question I wanted to ask you, on page 9 you raised
a constitutional question here with regard to unreasonable search and

3 seizure. :

3 Counsel perhaps remembers this a good deal better than I do, but

I do not think you want this to stand in the record as you have it,

and the reason 1s this: You are familiar with fire inspections, health

inspections, and things of that sort that have gone on in the field of
ublic health and safety for generations. These have never been chal-

Fenged on 2 constitutional ground, am I correct $

Mr. Coteer. No, sir.  They have been challenged and the most re-
cent decisions of the Supreme Court were 5 to 4 on this issue. It is
a very close and hotly contested issue.

Mr. DinceLr. Excepting, though, that these are generally held by
students of the law not to be instances where the protection against
unreasonable search and seizure apply, at least insofar as access to
the premises.

Mr. Cotuer. Iam afraid I cannot agree with that, Mr. Dingell. Of
the eight present members of the Supreme Court who sat on the
Frank case, and there was another case after Frank, they split 4 to 4
on this precise issue.

Mr. Dixgern. What was the holding inthe case?

Mr. CutLer. The holding of the case was that an ordinance of the
city of Baltimore which permitted thie commissioner of health to enter
any home when he had cause to suspect that a nuisance existed in the
house was a constitutional statute, 5 to 4.

Mr. Dixgerr. What did the lower court hold ¢

Mr. Corier. In thatcase!

Mr. Dixgere. Did the lower court hold that it was constitutionalt

Mr. Corier. 1 believe the loswer court did hold it constitutional, yes.
5 Mr. Dixgerr. And the Supreme Court upheld it
; Mr. Corier. By a vote of 5 to 4, and of eight present members who
: sat in that case, they split 4 to 4.

Mr. Drxcere. You as an attorney are aware of stare decisis?

Mr. Corier. Not in the Supreme Court, Mr. Dingell.

May I point out that the statute in this case was a probable cause
statute? Itstarted out:

Whenever the commissioner of health shall have cause to suspect that a
nuisance exists.

This statute has nothing like that. . The inspector may have no
cause to suspect any violation whatsoever, but under this statute he
is allowed to come in to see if he can find one.

We do not even object to that as long as there are some reasonable
limitations on the scope of the search.

Mr. Dixgerr. On the scope of the search. I have no objection to
reasonable limitations on the scope of the search, but I do not want you
to have us have constitutional questions raised in the record where
reaily I do not think they properly belong.

Now, you have not shown me that this section is unconstitutional by
this language. As a matter of fact, you have shown mé that the most
recent decision is that again the Supreme Court has upheld the tradi-
tional constitutional interpretation of statutes of this kind.

R TR 7 L T
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Mr. Crrier. Where the statute stated that if the commissioner had
probable cause to suspect a violation of law, this statute does not so
state.

It says in effect whether or not he has any cause to suspect, he may
go in and search, tosee if he can find anything.

Mr. Divcern. This is true. This is also true of many of the local
statutes invelving wiring of houses or construction statutes; building
inspectors, for example, enter premises regularly without having to
have probable cause at all. They just enter the premises.

Mr. Cotier. Mr. Dingell, T really do not see the point in debating

this when such strong-minded liberal lawyers as Chief Justice War- -

ren, Justice Douglas, Justice Black, and Justice Brennan firmly believe
that it is unconstitutional. It is at least a substantial question.

Mr. Dingerr. The Supreme Court has upheld the constitutionality
of this for years.

The Cratkyan. The Chair thinks we cannot settle the constitution-
ality question.

Mr. Dixgerr. I just want to have the record correct, Mr. Chairman.

I realize the hour is late.

The Crairarax. Any witness has the right to give his opinions and
express whatever legal opinions he may have and I might say that the
Constitution gives any person the right to express his beliefs.

Mr. Dixcern. I who})eheartedly believe in that, Mr. Chairman, but
T wanted the record to be correct.

T have no further questions, Mr. Chairman.

The Cratryax. Thank you very much, Mr. Connor.

The committee will recess until 7 o’clock.

(Whereupon, at 5:50 p.m., the committee recessed, to reconvense at
7 p-1n., the sameday.) ’

EVENING SESSION

The Cramyan. Mr. George R. Cain.  Mr. Cain is president of the
Abbott Laboratories of North Chicago, Il

Mr. Cain. we are very glad to have you with us and we will be glad
to have your pirsentation.

STATEMENT OF GEOLGE R. CAIN, CHAIRMAN OF THE BOARD AND
PRESIDENT OF ABBOTT rABORATORIES, ON BEHALF OF THE
PHARMACEUTICAL MANUFACTURERS ASSOCIATION, ACCOM-
PANTED BY LLOYD CUTLER, ESQ.

Mr. Carv. Thank you, Mr. Chairman. My name is George R. Cain.
T am chairman of the board and president of Abbott Laboratories, of
North Chicago, Ill. My career with Abbott started in 1940. T have
been president since 1958 and became board chairman and president
in April of this year.

I am a member of the board of directors of the Pharmaceutical
Manufacturers Association and have served other organizations in the
health field.

Today I am speaking on behalf of the Pharmaceutical Manufac-
turers Association, of which Ablott Laboratories is a member, I shall
deal with two subjects covered by H.R. 11581.
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