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EXAMINATION OF THE PHARMACEUTICAL INDUSTRY,

1973-74

THURSDAY, AUGUST 15, 1974

U.S. SENATE,
SUBCOMMITTEE ON HEALTH OF THE

COMMITTEE ON LABOR AND PUBLIC WELFARE,
AND THE SUBCOMMITTEE ON ADMINISTRATIVE PRACTICE

AND PROCEDURE OF THE COMMITTEE ON THE JUDICIARY,
Washington, D.0 .

The subcommittees met, pursuant to notice at 10:10 a.m., in room

4232, Dirksen Senate Office Building, Senator Edward M. Kennedy

[chairman of the subcommittees] presiding.
Present: Senators Kennedy and Javits.
Committee staff members present: LeRoy G. Goldman, professional

staff member and Jay Cutler, minority counsel.
Senator KENNEDY. The subcommittees will come to order.

OPENING STATEMENT OF SENATOR KENNEDY

Senator KENNEDY. This phase of the drug hearings will be a joint

venture between the Health Subcommittee and the Subcommittee on

Administrative Practice and Procedure of the Senate Judiciary

Committee.
Today, the subcommittees begin the second, and perhaps most

important phase of its investigative and legislative inquiry into the

drug industry.
The first phase focused on the advertising, marketing, and promo

-

tion of prescription drugs currently on the market. This phase wil
l

explore the process by which new drugs are researched, develop
ed,

and approved for marketing in the United States.
As part of this phase, the subcommittees will take a long and ha

rd

look at the way the Food and Drug Administration (FDA) operat
es.

It is that Agency upon which the American people depend to assure th
e

safety and effectiveness of all their drugs.
Critics contend that it is also the agency whose policies restri

ct the

rate at which significant new drugs are developed and the agen
cy

whose go slow policies deprive the American people of treatmen
ts

which are available much earlier in many other countries.

Other critics contend that there is no drug lag in the United Stat
es;

that the real danger to the health of the American people 
is the

laxity with which the 1962 Food, Drug, and Cosmetics Act Am
end-

ments are being administered.
(2823)
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These critics contend that drugs are tested in humans before ade-quate animal testing is complete, and that unsafe and ineffective drugsstill find their way onto the market.
These hearings will attempt to sort out the facts, and determinewhether additional legislation is required.
The Subcommittee on Administrative Practice and Procedure willlook .at the functioning of a number of government regulatory agen-cies in the months ahead; staff has been exploring the operations ofthe Food and Drug Administration for several weeks. And that sub-committee will look for administrative responses to a number of itemsconsidered at these hearings.
I consider these hearings to be of prime importance.
From my own experience, I know how the hopes of millions ofAmericans ride on the development of significant new drugs—to com-bat cancer, to help control heart disease, to really cure diabetes. Thelist of needs is endless.
The task before our Nation's researchers, in both the public andprivate sectors, is both difficult and extraordinarily important. Yet,I also know the dangers of premature marketing of unsafe andineffective drugs, of premature experimentation on vulnerable popu-lation groups.
We are looking for the proper balance between the needs of scien-tists to pursue promising leads and the needs of the American publicto be sure that marketed drugs are safe and effective, and have been

developed pursuant to well-controlled research that places its humantest subjects at the least possible risk.
Today, we will hear from two panels of witnesses. The first con-sists of 10 present and 1 former employee of the Food and DrugAdministration. They are all appearing pursuant to subpenas issuedby the Administrative Practice and Procedure Subcommittee. Theydid not seek the committee out. The subcommittee sought them out

after reviewing FDA files for many weeks.
I expect that no administrative action will be taken against any ofthese employees. And, today, I intend to make that specific point in aletter to the FDA Commissioner, Dr. Alexander Schmidt.
The second panel consists of three outside consultants to the Foodand Drug Administration (FDA) , all of whom have worked on

drugs that have been the responsibility of one or more of our
witnesses.
We look forward to your testimony.
I am going to ask all of the witnesses to rise and be sworn before

the committee, if you would, please.
I swear to tell the truth and nothing but the truth, so help me, God.
[All witnesses listed on first panel were duly sworn.]
Senator KENNEDY. I am just going to read a word of introduction

about each of the witnesses here this morning, starting with
Dr. Appleton.
A review of the credentials of these witnesses would indicate

extraordinary backgrounds in the field of education, in research, as
medical doctors, many years working for the Food and Drug
Administration.
They are a highly competent group who have served and are serv-

ing in the FDA in a variety of different capacities.
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Dr. B. L. Appleton has been employed by FDA as a chemist since
1963. Prior to that, he was employed in the research departments of
General Foods and Armour Corp. He obtained his Doctorate in
Chemistry from Indiana University, and did 2 years postdoctoral
studies at the University of Louisville.
Dr. John 0. Nestor is a certified Pediatric Cardiologist who has

been employed as a medical officer at FDA since 1961. He is a board
certified pediatrician with a subspecialtli of pediatric cardiology. He
is a graduate of Georgetown University School of Medicine. He served
as a flight surgeon in the Air Force in World War II. Prior to joining
FDA, he was in private practice. He has served as a consultant in
pediatric cardiology to the National Heart Institute and the Arlington
( Va.) Hospital, and as an assistant professor of pediatrics at George-
town and associate professor of pediatrics at Howard Universities. He
was chief of the pediatric cardiology clinic at the Alexandria Com-
munity Health Center in Alexandria Hospital.
Dr. David Lidd has been employed as a medical officer at FDA since

1963. He graduated from the State University of New York College
of Medicine (downstate) , and was an intern at Syracuse University
and a resident in pediatrics at the Children's Hospital in Buffalo. He
then was in private practice as a pediatrician for approximately 6
years, followed by training in allergy at Montefiore Hospital in Pitts-
burgh and in immunology at the University of Pittsburgh School of
Medicine. He then returned to private practice until he joined FDA.
He is certified as a pediatrician, allergist, and immunologist.
Dr. J. Marion Bryant has been a medical officer at FDA since 1967.

For 10 years prior to that, he was attending physician and chief of
cardiology at the Knickerbocker Hospital in New York City, chief of
the 4th Medical Division of Hypertension Clinic at Bellevue Hospital
and associate attending physician at the New York University Medical
Center. He is a graduate of the University of Virginia Medical School.
He also was an associate professor of medicine at the New York
University School of Medicine and the New York University Post-
graduate Medical School.
Dr. John Winkler has been a medical officer at FDA since 1959. He

is a graduate of Georgetown University Medical School following
which he interned at Providence Hospital in the District of Columbia.
He served 2 years in the Air Force and then did his residency in In-
ternal Medicine at Providence Hospital.
Dr. Carol Kennedy is currently employed as a medical officer in

psychiatry in the Bureau of Hearings and Appeals of the Social
Security Administration. She was a medical officer at FDA from 1970
to May 1974. She is a graduate of the University of Miami Medical
School, and took her psychiatric training at the University of Tennes-
see. She specialized in pediatric psychiatry and, prior to joining FDA,
was the director of the Memphis-Shelby County Mental Health Cen-
ter for Children. She was also in the private practice of psychiatry,
specializing in children and adolescents.
Mrs. Frances D'Acosta has been employed as a pharmacologist at

FDA since 1964. She is a graduate of Howard University and took

graduate work at the Howard ITniversity School of Medicine and

Catholic University in Bacteriology. She received her master's degree

from the Department of Pharmacology at Howard University. Prior
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to joining FDA, she was employed as a pharmacologist at the National
Heart Institute of the NIH.
Dr. Alice Campbell has been employed as a medical officer at FDA

since 1969. She is a graduate of the University of Vienna Medical
School. She interned in medicine and surgery at the Huron Road Hos-
pital in Cleveland, Ohio, and took a 3-year psychiatric residency at
the Cleveland Psychiatric Institute and Clinic. She then went into
private practice as a psychiatrist in Cleveland and later in Maryland.
Prior to joining FDA, she was a psychiatrist at St. Elizabeths Hospital
in Washington, D.C.
Dr. John Gerda has been employed as a medical officer at FDA

since 1966. He is a graduate of the Cornell University Medical School,
and interned at George Washington University Hospital. He then
took his residency in surgery at the University of Wisconsin Medical
School. Prior to joining FDA, he was a staff surgeon at St. Elizabeths
Hospital in Washington, D.C.
Dr. Robert Knox has been a medical officer at FDA since 1963. Prior

to that, he was in private practice in Denver, Colo. Dr. Knox is a
graduate of Georgetown University Medical School. He interned at
the U.S. Marine Hospital in Cleveland, Ohio

' 
and took his residence

in internal medicine at the Colorado General Hospital in Denver. He
then took an additional 2-year residency in internal medicine at the VA
Hospital in Denver, followed by two additional years residency in
internal medicine at the VA Hospital in Grand Junction, Colo.
Dr. Philomen Ciarla has been employed as a medical officer at FDA

since 1969. He is a graduate of the New York Medical College, and
interned at the Homeopathic General Hospital in East Orange N.J.
He then went into private practice until he joined the Public Health
Service in 1941, where he served until his employment by FDA.
This supports my earlier observation about the wealth of experience

and background that our panel has this morning, and we are looking
forward to their testimony.
I want to point out to the witnesses at the outset that we are not

interested in any trade secrets. We are not interested in any of the
claims of confidential matters to you that would directly affect par-
ticular drug companies.
We are interested in the broader issues which, I think, will be de-

veloped during the course of our hearing this morning. We are inter-
ested in the way the procedures have an impact on you who have in
common your reviewing of new drugs, and what your experiences have
been in that area.

Also, we want to talk a little bit about the kind of research that has
been done on animals, and whether it has been sufficient, and also about
the "me too" drugs, and what is happening in that area.
We will start off now with Dr. Appleton. We are going to ask the

different members of the panel some of their impressions as we run
through common themes so we will be calling on you at different times,
but we want to begin with Dr. Appleton.
Perhaps you could describe just for our record the role of the medical

officer.
[Dr. Appleton shook his head negatively.]
Senator KENNEDY. Let us ask Dr. Nestor that.
Would you tell us the role of the medical officer and the primary

reviewing team at the FDA?

•
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STATEMENT OF JOHN NESTOR, M.D.; ALICE CAMPBELL, M.D.;

CAROL KENNEDY, M.D.; J. MARION BRYANT, M.D.; MRS. FRAN-

CES D'ACOSTA; JOHN GERDA, M.D.; PHILOMEN P. CIARLA, M.D.;

DAVID LIDD, M.D.; JOHN WINKLER, M.D.; B. L. APPLETON, PH. D.;

AND ROBERT KNOX, M.D., A PANEL

Dr. NESTOR. I assume that you are referring to the medical officer
who is reviewing new drugs.
Senator KENNEDY. That is correct.
Dr. NESTOR. In essence, what happens is when an application comes

in, it consists of three basic parts—chemistry, pharmacology, and the

medical data.
A chemist reviews the chemistry. A pharmacologist reviews the phar-

macology, and a medical officer reviews the clinical data. Then he puts
the whole thing together, taking the reports of the pharmacologist and
the chemist, and comes up with an opinion and a recommendation.

He does not make any final decision. He only makes a recommenda-

tion to his superiors. This is the way it should work ideally. It does

not always work this way.
Senator KENNEDY. When it works well, it can obviously have an

extraordinarily important positive and therapeutic effect. I think many

of us remember your very instrumental work on MER-29, in keeping

that off the market, and perhaps you would review very briefly with

us your experience with that.
Dr. NEsToR. I think I can.
It took a period of several years but, in essence, this drug went on

the market with not only grossly inadequate animal studies to sub-

stantiate introducing the drug in humans, but, as we subsequently

learned, much of the data was falsified or completely withheld from

the Food and Drug Administration.
But even with the data that were falsified and withheld, there was

enough in the new drug application to clearly indicate that this drug

should never have gone on the market. This was subsequently admitted

by Deputy Commissioner John Harvey publicly after the event, and

after the skullduggery was uncovered.
I think I should say that the main things it caused in humans were

cataracts and very severe skin conditions, adrenal cortical hypofunc-

tion, impotence, and some other minor side effects.
It turned out eventually .that the two firms involved and three

executives of the firms were indicted on 12 counts by a Federal court,

and they pleaded nob o contendere.
The two firms were fined the maximum of $8,000. The three execu-

tives who were responsible for the fraudulent data, and the withhold-

ing of data, were given a 6 months probation, in which they did not

even have to report to the court.
Subsequently, there was a total of $338 million in suits against these

companies, which it is estimated were finally settled for around $50

million.
It is also interesting that at the time the first warning letter went

out from the Food and Drug Administration on December 1, 1961,

the stock of this company was $108 with 9 million shares out.

By the time it came off the market in April 1962, the stock had

fallen somewhere around $42, so that there was a paper loss to the

stockholders of something like $600 million.
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Senator KENNEDY. I think the Thalidomide story is familiar to allAmericans, and I understand you received a commendation from theAssistant Attorney General of the United States for your work, didyou not?
Dr. NESTOR. No.
That was for MER-29. I did work with Dr. Kelsey on the Thalido-mide matter just peripherally, but the commendation from the Assist-ant Attorney General and from the grand jury was on the MER-29work. I spent 13 months working as a consultant, and as a witnessfor that grand jury.
Senator KENNEDY. For the work on the MER-29, you received aletter of commendation, as I understand?
Dr. NESTOR. I did.
Senator KENNEDY. Did you ever get any commendation from the

FDA?
Dr. NESTOR. No. As a matter of fact, I got nothing but harassment

from the head of FDA.
Senator KENNEDY. What kind of harassment?
Dr. NESTOR. Well, for one thing, they attempted to deny me anin-grade step raise which would have meant a few hundred dollars.

And in order to have that corrected, I literally had to threaten to go
before the grand jury and claim that I was being harassed in order
for the Food and Drug Administration to reverse this.
Another thing that happened was that I used to come back from the

courthouse every day at noon—we were, at that time, located in what
was called Tempo S, and I would come back to see my mail every noonand keep up on the new drug applications that had been assigned to
me, so that no new man would have to take over. I could obviously
settle things in 5 minutes when someone else might have to review
the whole application.
I came back one day and found my office empty, found all my

furniture gone. I found out that I had been transferred to a com-
pletely different branch of the division, without being informed or
consulted. This is just an idea.
Senator KENNEDY. Were you given any reason for your transfer?
Dr. NESTOR. I was not consulted or given any reason or informed.

I came back and found I was transferred.
Senator KENNEDY. Can you tell us, under the current system, a

little bit about how the process works when you want a new drug
approved after you review it
Dr. NESTOR. You must realize that I was transferred out of the New

Drug Division in March of 1972, against my violent objections, and I
have not processed new drugs since that time.
As a matter of fact, I have not done 3 months of work in the last

21/2 years, and the taxpayer is pay me $36,000 a year. And I have not
done the work simply because it has not been given to me.
Senator KENNEDY. Maybe you can tell us a little about the process

of what takes place after you have reviewed it in the current system.
Do you work as part of a team?
Perhaps I can ask Dr. Lidd.
Dr. LIDD. Yes, Senator, I do work as part of a team.
What one looks at ill terms of the role of the medical officer is to

determine, first of all, whether there are any chemistry or pharma-
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cological problems that would preclude one from making inferences
with respect to safety and efficacy of the drug.
When those aspects are clarified, speaking from my personal

experience, what I do is look at these three things:
One is, what is the disease one is treating? Is it a self-limiting

disease, or is it beset with multiple sequelae ?
Two, what are the other drugs that are available with respect to the

benefit-risk assessment?
Three, what is the benefit-risk assessment with respect to the given

drug?
There is a value judgment to be made here, namely the more

serious the disease, the more risk one will accept. The less advan-
tageous the drug, the less risk one will take to obtain a given amount
of benefit.

Senator KENNEDY. Once you have approved a particular drug, what
happens next?
Dr. LIDD. Then the decision is moved up to, shall we say, the group

leader and the division director within the particular organization,
and subsequently it goes up to finally, I believe, the Director of the
Bureau. And then after that, to the Commissioner's office.
Senator KENNEDY. Have you every made a recommendation to ap.

prove a drug which has been overturned?
Dr. LIDD. No, sir.
Senator KENNEDY. I would like to ask Dr. Bryant that particular

question.
Have you ever made a recommendation for approval of a drug that

has been overturned at a higher level?
Dr. BRYANT. No, sir.
Senator KENNEDY. Dr. Gerda ?
Dr. GERDA. Yes, I have.
Senator KENNEDY. You have?
Dr. GERDA. Yes. I made some adverse recommendations on drugs

which subsequently were overruled.
• Senator KENNEDY. I am sorry. I am not asking on recommendations
that have been overruled, but whether you ever recommended approval
of a drug and were overruled.
Dr. GERDA. I am sorry. No.
Senator KENNEDY. Dr. Campbell? Or any of you?
[There was a general negative response.]
Senator KENNEDY. How about the reverse situation?
We will go back to Dr. Lidd.
Have you ever had a drug that you have recommended for dis-

approval overruled at a higher level?
Dr. LIDD. I would like to qualify that.
I have recommended that there was insufficient evidence for ap-

proval, sir.
Senator KENNEDY. What about the rest? Dr. Gerda ?
Dr. GERDA. Yes, that was what I was referring to previously.
Senator KENNEDY. Dr. Bryant?
Dr. BRYANT. Yes.
Senator KENNEDY. Dr. Winkler?
Dr. WINKLER. Yes.
Senator KENNEDY. And all the others, yes?
[There was a generally affirmative response.]
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Senator KENNEDY. Dr. Bryant, could you tell us why the FDA.
should not have the same kind of tests for both approval or dis-
approval?
Dr. BRYANT. Your question is why?
Senator KENNEDY. Yes.
Dr. BRYANT. Well, I am not able to state exactly why without giving

you just an opinion.
Some of the drugs that I have recommended not be approved because

there was, in my findings, inadequate evidence of efficacy and of safety,
these drugs have been approved, but the reason why, I do not know
except that it has been presented that it is a matter of opinion, and
medical opinion varies, they say.
Senator KENNEDY. IS it a question that medical opinion may differ,

but it appears that it has only been exercised when you do not approve
it rather than when you do?

Could you not be wrong when you are approving it as well as when
you disapprove it?
Dr. BRYANT. Certainly.
Senator KENNEDY. But I gather from what you have testified here

that your medical judgment has not been challenged when you approve.
It is only when you disapprove that it has been second-guessed?
Dr. BRYANT. That is correct.
Senator KENNEDY. Can you tell us why you think that has been so?
Dr. BRYANT. I would have to speculate so far as the reason why. The

only thing I can report to you is my experience, and that is that it is a
very uncomfortable experience one finds himself in when he recom-
mends non-approval of a drug.
One gets criticized and more or less buffeted around from one

administrator to the other.
It is the administrators who have to do with the approval of drugs,

acting on the recommendations of the medical officer. The medical
officer does not approve or disapprove new drugs, as Dr. Nestor has
already pointed out.
Senator KENNEDY. What sort of raw material is available to the

administrator that is not available to you to enable him to make a
judgment which you are not able to make?
Dr. BRYANT. Again, that is a difficult question to answer. The ad-

ministrators sometimes have meetings with the sponsor • that is, the
representatives of the drug company to which the medical officers
are not privy. I cannot speak for what goes on in the meetings that
I have not attended.

Senator KENNEDY. You mean the administrators would meet with
the drug companies when the medical officer, who is doing the review
on the particular item, would not be present?
Has that ever happened to you?
Dr. BRYANT. Yes. In some instances, not always, but that happens

not infrequently.
Senator KENNEDY. Is that true of the rest of the panel? In your

own personal experience, has that happened to you?
Dr. KENNEDY. Yes.
Dr. CAMPBELL. Yes.
Mrs. D'AcosTA. Yes.
Senator KENNEDY. Let us see if we can become somewhat more spe-

cific on Hexobendine. Could you tell your experiences with that

•
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particular drug? This has been marketed overseas, first, as I under-
stand.
Dr. BRYANT. Senator, would it be permissible, since you have asked

other people here about how they review a drug, if I give you a very
short statement as to how I approach it?

Senator KENNEDY. Yes.
Dr. BRYANT. The sponsor, that is the drug company that submits

the drug, submits certain claims for it. I familiarize myself with those
claims and then review the raw data, in other words review as much
as. possible actually what was done, and what happened, rather than
blindly accepting the opinions of either the investigators or the
opinion of the sponsor.
I base my evaluation on whether or not the raw data is supportive

of the claims that the drug company makes. In regard to the particular
drug that was just mentioned—and I hope here that I am not in
violation of any aspect of the act that pertains to "trade secrets"—
but if I approach that, would you be so kind as to stop me; in other
words, to serve as my lawyer under the circumstances? [Laughter.]
Senator KENNEDY. We will do the best we can.
As you understand, we are not interested in particular trade secrets,

but you are responding to questions from us. And I think the record
will reflect that. You are trying to give us an honest answer on it,
and that is what we appreciate.
Dr. BRYANT. In the 7, going on 8 years that I have been with the

Food and Drug Administration, I have never been able to get a clear
picture of what the Food, Drug, and Cosmetics Act means when it
refers to trade secrets. Neither have I been able to get a clear picture of
the philosophy or the policy of the Food and Drug Administration as
to their interpretation of that. This is an area in which I am not at
all sure of myself.
But, to go back and to answer your question about Hexobendine,

this was a drug that was developed for the treatment of several ail-
ments, one of them angina pectoris, heart pain in other words, for the
symptomatic relief of that ailment; cerebral vascular insufficiency, in

other words, misfunction of the brain following &stroke, or an impend-

ing stroke; and, insufficiency of the arterial circulation through the

peripheral arteries, those of the legs in particular.
To make a long story short, this drug was investigated in several

hundred human subjects under an investigational new drug (IND)

for about 4 years before adequate animal testing was done, which

showed that it uniformly and rather quickly caused the appearance of

cataract in dogs. However, this was not carried out until after approxi-

mately 4 years of testing in humans.
Incidentally, this drug's IND has been inactivated on the part of the

drug company. They withdrew it, but I am informed by the company

that it is marketed in a number of countries all over the world. Maybe

you might like to ask me more specific questions.
Senator KENNEDY. I would like to ask you whether there were hu-

mans who were taking this drug prior to the time there had been ade-

quate animal testing?
Dr. BRYANT. I have not reviewed this recently so I cannot give you

precisely the number of humans treated because I am not prepared for

any of these specific questions, but it was several hundred patients.
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Some were inmates of prisons who had received this drug prior toadequate testing on animals.
Senator KENNEDY. Is that appropriate? Is that right?
Dr. BRYANT. In my opinion, it is most inappropriate. It is in viola-tion of the whole philosophy of what we might call the "scientificmethod" that has been enacted into law in the Food, Drug, and Cos-metics Act.
Senator KENNEDY. Let me ask the other members of the panel.
Dr. Nestor, what has been the adequacy of animal testing prior tothe time of application upon human beings, based upon your experi-ence?
Dr. NESTOR. If I were asked what the greatest fault of the Foodand Drug Administration is 
Senator KENNEDY. I am not asking you that.
Dr. NESTOR. That is what I am getting to. It is exactly this, thatwe are not requiring drug companies to do adequate studies adequate

toxicity studies, to complete them and evaluate them before theyare given to humans. If we had done this, we can cite case after case
where no single human subject would have gotten the drug.
The problem is we are doing almost simultaneously and concurrently

animal and human studies side-by-side, and by the time the animal
shows severe toxicity, several hundred humans have usually been
exposed.
We can give you specific drugs. As a matter of fact, I took this very

problem to Commissioner Edwards on June 11 and 12 of 1970, and for
my pains I was detailed out of New Drugs for the first time. So I think
this is the greatest single wrong at the food and Drug Administration
right now.

Senator KENNEDY. Dr. Campbell, would you give me your experi-
ence on animal testing, and then I will ask Dr. Kennedy the same
question.
Dr. CAMPBELL. One of the problems is the FDA has sent out guide-

lines as to minimal animal testing that has to be done. Unfortunately,
however, those guidelines were published in 1966.
Since then, of course, we have learned considerably about the kinds

of evidence we can use for human research from animal testing. Those
guidelines have not been updated, elaborated or expanded since 1966.
Therefore, drug companies are, in fact, in many instances, complying
with the FDA guidelines which are in themselves inadequate.
So that is my view as to one of the primary problems regarding

animal testing and the elaboration or extrapolation of data from that
to humans.

Senator KENNEDY. Your conclusion is that there is inadequate test-
ing in animals?
Dr. CAMPBELL. My conclusion is that the drug companies are com-

plying with the guidelines, but the guidelines have not been updated.
Senator KENNEDY. Has anyone brought that up to the people in

FDA, as to whether those guidelines should be upgraded?
Dr. CAMPBELL. As a matter of fact, my situation is somewhat

similar to Dr. Nestor's, because I was working on a task force for the
use of certain kinds of drugs, behavior altering drugs, and it came to
my attention at that time this might be a very good time to bring to
the attention of the proper people the fact that these guidelines needed
updating. I did so.
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I was removed from the task force, and removed from the division
into a situation in which I am now a glorified clerk.

Senator KENNEDY. You mean shortly after you suggested to offi-
cials in FDA that these guidelines ought to be changed, you were
transferred out?
Dr. CAMPBELL. That was not the only reason, but that was one of the

recommendations that I did make, that those would need to be up-
dated, and we could go from this particular task force and update
the guidelines on animal testing. And I was shortly thereafter
removed.

Senator KENNEDY. Doctor Kennedy, back to the animal testing.
Dr. KENNEDY. With respect to the animal testing, there are a couple

of areas, ones like Dr. Campbell mentioned.
I was reviewing a specific area of drugs. These were drugs that were

used in children. We felt that the animal data for use of the drug in
children, the guidelines, were not adequate. Mrs. D'Acosta can give
you more specifics on that.
In terms of specific drugs, I can think of one example where an an-

tisensitizing agent was being tested. The animal pharmacology were
completely inadequate. The reviewing pharmacologist and I met, de-
cided they were inadequate, presented the deficiencies to the division
director, who agreed that these deficiencies did indeed exist.
We met several times with the division director. The reviewing

pharmacologist and I met with the drug firm. They were informed of
the deficiencies. I was called by the then director of the Office of Scien-
tific Evaluation, whom the drug firm had approached directly, and
who informed him that studies could go ahead that he did not see
any problems. We subsequently met with this office director, and he
agreed that he would leave that to the decision of the division director.
The division director and the reviewing pharmacologist and I met

with the drug firm, and at this time the division director allowed the
firm to go ahead anyway. Subsequently, they finally had to, when the
deficiencies were repeated again at a later meeting—the firm ended up
doing the studies over.
Senator KENNEDY. The studies that you had found were either in-

adequate or incomplete or had not been done?
Dr. KENNEDY. That is correct.
Senator KENNEDY. Let me get back to Dr. Bryant and Hexobendine.

After it was withdrawn from the market here in the United States 
Dr. BRYANT. Excuse me, Senator.
This was never a marketed drug. It was an investigational drug.

It was withdrawn from investigation in the United States.
Senator KENNEDY. Was it ever marketed overseas?
Dr. BRYANT. I am informed by the sponsor that it has been marketed

in the majority of the countries in the world.
Senator KENNEDY. In where?
Dr. BRYANT. The whole world, w-o-r-l-d.
[Laughter.]
Senator KENNEDY. Do you know if the FDA ever was in contact

with any of these other countries regarding the defects?
Dr. BRYANT. To my knowledge, it was not. I am aware of other

drugs that we have disapproved in which other countries, namely

42-665 0- 75 - pt. 7 -2
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Australia, have inquired as to why a drug was not approved. The
Food and Drug Administration has responded to those inquiries.
Senator KENNEDY. But we have not initiated contact with other

countries?
Dr. BRYANT. To my knowledge, that has never been the policy. I

have never even heard it mentioned. It may well be, but not to my
knowledge.

Senator KENNEDY. Were you ever pressured by supervisors to change
your officials accounts of meetings on this drug?
Dr. BRYANT. Well, I have been.
Senator KENNEDY. You have been what?
Dr. BRYANT. I have been pressured to change my position or my rec-

ommendation with regard to the non-approval of other drugs. This
generally comes in a not too subtle indirect form of harassment and
unpleasant argumentation that is not on a scientific level.
Senator KENNEDY. IS it just discussion? What sort of pressure are

you talking about? Let me give you a specific question. Were you ever
asked to remove anything from files?
Dr. BRYANT. Yes, I have been asked to remove a memorandum from

the files. The one that comes to my memory right off was the memo-
randum of the advisory committee meeting concerning Hexobendine.
Senator KENNEDY. What would be the purpose of removing material

from the file? Was it material that was unfavorable to the drug?
Dr. BRYANT. Things of this sort are generally always unfavorable

when they are removed. This particular memorandum that I am re-
ferring to was unfavorable.
Dr. KENNEDY. And you were ordered to remove it?
Senator KENNEDY. As a matter of fact, this is a copy of the

memorandum which orders you to remove it. I will just read the
pertinent paragraph, and we will include that in the record. Attached
to this memo is a copy of the official minutes of the advisory com-
mittee. This should be inserted into the IND, and your own copy of the
minutes are to be removed.
[The memorandum referred to follows:]
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Senator KENNEDY. Dr. Kennedy, has this ever happened to you?
Dr. KENNEDY. Not only have I felt the pressure to have my accounts

changed, there have been, in fact, significant portions of some of
my reviews deleted. I had these typed. They were returned to me,
retyped without the pertinent information for my signature, where-
upon I have written, 'This is not the review I originally made."
These comments were typed over, and again sent to me for my

signature. And when I refused to sign, I assume they went to the
file. I might add that the portions which were removed in one case
referred to a conference that was background information which was
routine—I think most medical officers have included background
information.
There did not happen to be a memorandum of the conference in

the file, so I put the comments in. Another portion which was removed
was specific safety data which also happened to include the fact that
I had previously brought this question of safety to the attention of
the Division Director, and this portion was removed.

Senator KENNEDY. Is this scientific material that was being sub-
stituted?
Dr. KENNEDY. No. It is just simply deleted.
Senator KENNEDY. This was, as you pointed out, unfavorable infor-

mation at least based upon your own scientific conclusions of studies of
particular drugs?
Dr. KENNEDY. Yes. And in one particular instance, it was a specific

question on safety. It was another drug that was used in children.
Senator KENNEDY. Was that Tofranil?
Dr. KENNEDY. No. It is a little different from Tofranil. It was an-

other, Norpomine, which is like Tofranil, and the questions have been
raised concerning both drugs.
Senator KENNEDY. Did you have a similar experience with other

drugs?
Dr. KENNEDY. With Tofranil, for example, for it is used in bed

wetting. A previous medical officer had this drug to review first, and
she turned it down. She was overruled by the Division Director and,
subsequently, I received the drug.
Mrs. D'Acosta and I both worked on the drug. She was the phar-

macologist for most of the drugs that were used in children. We had in-
house meetings with the reviewing teams.
Dr. Allen K. Done happened to be the Special Assistant to the

Director on Pediatric Drugs. We brought up the fact that the drug had
previously been turned down by the previous medical officer. We
pointed out that his findings showed that the drug's efficacy had not
been clearly demonstrated.
Mrs. D'Acosta pointed out that the pharmacology questions in terms

of the drug being used in children were not satisfactory. I pointed out
questions on safety. We had other conferences on it.
Eventually, when I wrote up my review, an additional statistical

analysis was gotten, and I was told I was not to review that. The drug
was removed from me.
It went up with my recommendation in which the Division Director

concurred. However, it was subsequently returned by the office since
part of my recommendations had not been included.
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The previous notes which had been made on the bottom of my review
were then altered to indicate that the Division Director really did not
agree with what I had to say after all.
Senator KENNEDY. That was put in the record?
Dr. KENNEDY. The interesting thing—and the thing that disturbed

me about this—is I never saw any of this. I just happened to see it on a
card that was going up to the Director of the Office of Scientific Evalu-
ations. Otherwise, I would never have seen that information. I would
never have known.
Senator KENNEDY. That this was being changed or altered?
Dr. KENNEDY. That this was being done.
Senator KENNEDY. Which was clearly either a misrepresentation or

contrary to your own scientific study?
Dr. KENNEDY. Yes.
Senator KENNEDY. Dr. Bryant, could you tell us a little bit about

Dilantin, about what your experience was?
Did you approve its standard usage for irregularity of the heart

beat?
Dr. BRYANT. Simply, Dilantin is one of the classical drugs of the

world. It is the drug for the treatment of epilepsy.
Application had been made to expand its use for the treatment of

irregularities of the heartbeat, and I recommended that it not be ap-
proved for that use, due to the fact that there was a great lack of infor-
mation that is, raw data, namely electrocardiograms. I could look at
the electrocardiographic tapes themselves and see what was going on,
rather than have to take someone else's interpretation or, if I might use
the word here, if you will excuse me, transcripts of those tapes. That
was the basis on which I recommended nonapproval.
Now, I did not take the position that this drug is not safe and

efficacious for the treatment of arrhythmias. My position was that the
sponsor had failed to substantiate his claim that it was safe and
efficacious, as the law requires.
Senator KENNEDY. What happened shortly after you made these

recommendations? Were you transferred?
Dr. BRYANT. Yes. But it is hard for me to date my transfer to that

specific action, because there were so many similar ones that I had taken
part in, that it would be very difficult to say which was what. And I
was never informed anyway.
By the way, I first made that recommendation, if my memory serves

me correctly, about 4 years ago. It just kept bouncing around and
bouncing around, and it seemed as if my recommendation was never
confirmed by the Administration or disproven by the Administration.

It was just kind of shelved. Then, periodically, it would reappear.
The last time it reappeared, I was requested to present it to one of our

advisory committees, and as a result of that presentation, it seemed to
me at the time that all of the members of the advisory committee agreed
with my nonapproval recommendation.

Officially, I have never been informed as to what that advisory com-
mittee concluded, although this advisory committee met almost 2
months ago. And according to some of the requirements, a report of
this decision of the committee is supposed to be sent to the Commis-
sioner within about 48 hours. And I would assume that documentation
would be supplied to the file of that.
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I have heard unofficially as to what their conclusions were and their
recommendation was, which I do not feel free to verbalize here.
Senator KENNEDY. We are not asking for that.
Gathering from what both you and Dr. Kennedy have said, it

does not appear to me that you get access again to these files once they
move out of your department. Then, almost instantaneously, you are
cut out of the ultimate decisionmaking.
Dr. KENNEDY. In many instances, sometimes we are aware of what

happens because we are involved to a certain point. In a particular
drug I discussed before, for example, we had asked for additional
labeling changes in complication of adverse reaction, questions on
safety, to the drug firm.
I was involved in that preparation of the letter. However, when the

drug firm came in to discuss this, they met with the division director
alone, and I was not included in that. In fact, the drug representative
was very surprised, because he thought I was going to be in that
meeting.
Senator KENNEDY. Dr. Bryant, just before we move on, you were

Chief of cardiology of the Knickerbocker Hospital in New York.
Dr. BRYANT. Yes.
Senator KENNEDY. And the chief of the hypertension clinic at Belle-

vue Hospital in New York.
Dr. BRYANT. Actually, that was an NYU Postgraduate Division at,

Bellevue Hospital, and I was in charge of cardiology, the Fourth Med-
ical Division, Bellevue Hospital.
Senator KENNEDY. And now you have been removed from the cardio-

vascular-renal division at the FDA?
Dr. BRYANT. That is correct.
Senator KENNEDY. Is that not your primary area of expertise?
Dr. BRYANT. I had spent almost 30 years in that specialty of cardiol-

ogy, and had really devoted my whole life to it.
Senator KENNEDY. Where are you working now?
Dr. BRYANT. I am presently assigned to the Generic Drug Staff,

which has to do with abbreviated NDA's (new drug applications).
This is a speedup at the Food and Drug Administration which it

has taken on just recently, so that particular "me too" drugs would not
have to go through the whole rigamarole of proof of safety and
efficacy.

Senator KENNEDY. Are you reviewing any drugs now that are re-
lated to the cardiorenal field?
Dr. BRYANT. I have spent a good deal of my time since I have been

there helping out, and I do not know why, on this Dilantin presenta-
tion for the advisory committee.

Senator KENNEDY. But other than that?
Dr. BRYANT. I am not specifically working with cardiac drugs, in

other words, if that is what you are referring to.
Senator KENNEDY. It seems that is your expertise. I am sure you

are enormously gifted in many areas, but you have spent 30 years
of your life working in this area. And I understand now you have
been transferred out of that section, and you are working in an
area that does not relate to the evaluation of cardiorenal drugs.
Dr. BRYANT. There is some relation, but it is a minor relation, and
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I might explain that I am not in a position where I have the oppor-
tunity to look at raw data.
I am looking purely at the transcripts and not the raw data them-

selves.
Senator KENNEDY. Before leaving this subject, how many of you

on this panel have been transferred out of your areas of primary
training?
[Drs. Knox, Gerda, Campbell, Kennedy, Bryant, Nestor, and Lidd

indicated affirmatively.]
Senator KENNEDY. Dr. Winkler, you seem to be about the only

one. Have you been transferred at all?
Dr. WINKLER. Oh, yes. I was transferred, but I could not say I was

transferred out of my field. My field is internal medicine, and I am
currently working in that field in pulmonary disease primarily, but
I had been transferred from the Cardiovascular and Renal Division.

Senator KENNEDY. You have been transferred, have you not?
Dr. WINKLER.. Yes.
Senator KENNEDY. Could you tell us from where to where, and

the reason you believe you were transferred?
Dr. WINKLER. As I said, my position has been a little bit different.

I have been involved in the supervisory role over the past 10 or 12
years, either as a Division Director or Deputy Director, and my most
recent position prior to my present one was as the Director of the
Division of Renal Drug Products.
I was kept in that Division as a group leader following March

1972, when the new Division was transferred to another physician.
I remained in the Division as a group leader, in the pulmonary-
allergy group of that division, and more recently, in January of
this past year, I was transferred with the pulmonary group into an-
other division, dental and surgical products.
Senator KENNEDY. Do you know why you were transferred?
Dr. WINKLER. I can give you the reasons that were stated at the

time, because in March 1972 I asked for the specific reason I was
being replaced.
Senator KENNEDY. Who did you ask?
Dr. 'WINKLER. I asked Dr. Finkle and Dr. Crout, and Dr. Leong,

who was there at the time.
Senator KENNEDY. Dr. Crout !is what official?
Dr. WINKLER. At that time he was the Deputy Bureau Director.
Senator KENNEDY. What did he tell you?
Dr. WINKLER. The reason primarily was that they wanted to

make a management change in the division, and the division had
been a major source of complaints from industry.
When I asked for specific examples, there were no specific firms

or products or specific instances, but there were general statements
regarding difficulty in arranging meetings with the division, difficulty
in seeing individuals, things of that nature and discussion on the
part of the industry at meetings.
There were other complaints about backlog of supplemental new

drug applications being high in the division, and some complaint
from within the bureau from other parts.
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• As. I recall, the only one I can remember specifically was that the
division was one of the more difficult ones to deal with on the part
of the industry implementation group.

Senator KENNEDY. How many were part of the cardiorenal divi-
sion?
[Drs. Bryant, Winkler, Nestor, Lidd indicated affirmatively.]
Senator KENNEDY. What has happened to that division now?
Dr. WINKLER. In March 1972, the division remained essentially

as it was constituted before as far as the type of work.
Senator KENNEDY. Why was the division formed in the first place?
Dr. WINKLER. Why was it formed?
Senator KENNEDY. Yes. Why was this particular team brought

together?
Dr. WINKLER. You would have to go back to 1966, I believe, when

they first set up divisions within the agency. Prior to that time we
did not have divisions or branches set up on the basis of specialty
groups, and it was put together as a cardiovascular pulmonary and
renal group at that time because of the interrelationship primarily
between these fields of medicine.
Senator KENNEDY. To your knowledge was the whole group trans-

ferred out of this area of study?
Dr. WINKLER. A good part of the original group has been trans-

ferred or realined into other areas.
Senator KENNEDY. Are you being better utilized now, in terms of

your background and expertise?
Dr. WINKLER. No, I do not think I am being better utilized. I am

still working in the area suitable to my background as far as pul-
monary disease and allergy is concerned, but this was part of my work
before, but I am also involved with the anesthetic drugs, which is not
my field.

Senator KENNEDY. Why would the industry be interested in break-
ing up this group? Evidently you are doing your job, you are reviewing
the scientifically prepared information, the broad data of these other
distinguished technicians and scientists.
Dr. WINKLER. Many of the decisions that came out of the group

were unpopular decisions with industry. There were many recommen-
dations for nonapproval of new drugs.
Senator KENNEDY. You talk about being unpopular with the Ameri-

can people?
Dr. WINKLER. I say there were unpopular decisions.
Senator KENNEDY. As far as who was concerned?
Dr. WINKLER. As far as the sponsors of the applications in industry.
Senator KENNEDY. They did not like the decisions, and therefore

they exercised pressure to see that that group was broken up?
Dr. WINKLER. That is right.
Senator KENNEDY. Dr. Bryant, that was another drug that you

worked on, the drug Dilantin ?
Dr. BRYANT. Yes.
Senator KENNEDY. Could you tell us a little bit about the FDA

official who worked on the matter with the FDA from the other side.
Has that ever happened to you?
Dr. BRYANT. Yes. In regard to Dilantin, the former Director of the

Office of New Drugs, that office is no longer operative in the Food and

a



2841

Drug Administration, and who signed the first nonapprovable letter
that went out—let me be careful here because I am depending on my
memory—who signed an early nonapprovable letter for that drug, and
subsequently was employed and is the employee now of the sponsor
and represented the sponsor's interest at the advisory committee meet-
ing concerning Dilantin.

Senator KENNEDY. This was a Dr. Hodges, is that right?
Dr. BRYANT. Yes.
Senator KENNEDY. What do you think about that? Did that appear

as a conflict of interest to you?
Dr. BRYANT. Well I might say that I think it was mainly an error in

judgment on the part of a number of people. Insofar as conflict of
interest, that is almost undesignable presently in the Food and Drug
Administration, as to whether there actually is such a thing as conflict
of interest. I am not being deliberately obscure. I am just trying to saysomething here that is difficult to communicate. I no longer am sure
as to what you mean, what you or anybody else means, when they talk
about conflict of interest.
Senator KENNEDY. You want to use the word propriety in terms of

this type of arrangement?
Dr. BRYANT. It certainly would be, I think, could be termed

improper.
Senator KENNEDY. What about Inderal ?
Dr. BRYANT. Well that is a long story.
Senator KENNEDY. Let's try and shorten it up a little bit. Did you

approve it or disapprove it?
Dr. BRYANT. Well, first I was not the chief medical officer to review

it. I only reviewed a peripheral aspect, but that peripheral aspect
of it turned out to be rather exciting, if not, interesting. Dr. Winkler
was the official medical officer for review of that is that not correct?
Dr. WINKLER. Yes.
Senator KENNEDY. Even given this exciting and interesting aspect,

did you not disapprove it? Recommend disapproval?
Dr. BRYANT. My recommendations were that it had not been ade-

quately studied, and when it was approved by the division at a division
meeting, I indicated the fact that I felt that there was not scientificevidence in favor of it either as being effective or safe, and I went
further than that, such as to indicate that there was some suggestive
evidence that this drug was not only unsafe, but exceedingly danger-
ous, for the particular indication that it was being approved for atthat time.
You asked me previously of that harassment, or got into the field ofthat, and this is one of the areas in which I have reason to have theopinion that I was harassed.
Senator KENNEDY. In what way?
Dr. BRYANT. Well I was reprimanded for speaking out in such a

fashion, for disagreeing with other medical officers. I assume that thisis where—the word escapes me now—the reprimand came from. It wasin the form of a private communication with a threat that if I everdid anything like this again, charges would be brought against me.Senator KENNEDY. Did anything like what again? Recommenddisapproval?
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Dr. BRYANT. If I spoke out and expressed my scientific opinion in
ward rounds as they were called—of course we have no wards and no
patients—other meetings and seminars in the Bureau of Drugs.
Senator KENNEDY. Just before we move off this point, there was an

advisory committee set up which supported your findings. Is that
correct?
Dr. BRYANT. I am told that indirectly. I did not meet with the com-

mittee, but I was informed 
Senator KENNEDY. You did not meet with them, but informed 
Dr. BRYANT. No; I was not asked to speak to the advisory committee

in regard to Inderal. I had appeared before a previous advisory com-
mittee as of about 6 years ago with regard to this.
Senator KENNEDY. But at least it is my information that there was

an advisory committee that was established and that supported your
scientific findings?
Dr. BRYANT. Let me say that we agreed.
Senator KENNEDY. I see. You had a meeting with Dr. Apter—wasn't

Dr. Apter on the advisory committee?
Dr. BRYANT. Yes. Dr. Apter also served as a consultant on Hexa-

bendene, and that was the meeting that I presume you were referring
to?

Senator KENNEDY. Did you call to the attention of Dr. Apter the
misrepresentation of the advisory committee.
Dr. BRYANT. Yes, that is a separate issue. I knew that Dr. Apter

was a member of the advisory committee and at one of our division
meetings, that is the Division of Cardiorenal Drug Products, infor-
mation was presented to indicate that the position of the advisory
committee had been misrepresented as a basis for approval of Inderal
for the treatment of angina pectoris.

Senator KENNEDY. Now Dilantin and Inderal are both drugs which
are currently on the market for some uses, and your review, as I
understand it, was geared around expansion of those uses?
Dr. BRYANT. That is correct.
Senator KENNEDY. Were they widely used in the medical profession

at that time for unapproved uses?
Dr. BRYANT. I have reason to think that they were, and my reason

for it is without documentation whatsoever, but a fantastic amount
of testimonial evidence. In other words, doctors say, "why it is used
everywhere," that is, Inderal, for the treatment of angina pectoris,
and insofar as documenting that goes, I know of no documentation
other than hearsay.

Senator KENNEDY. If that were true, it would probably bring con-
siderable pressure for approval on the FDA?
Dr. BRYANT. Yes. I was certainly exposed to the most intense type

of pressures for the stand that I had advocated on the non-approval
of Inderal in the treatment of angina pectoris. This went on for years,
and it never seems to end. In December 31, I think, 1969 
Dr. NESTOR. That is correct, not 31, but December.
Dr. BRYANT. This represents a rather unique experience in which

there is cooperation between industry and a part of academic medicine,
and I think part of academic medicine is responsible, although I
looked backward with pride on the 25 or more years that I served on
medical faculties.
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Senator KENNEDY. Dr. Kennedy, we mentioned earlier some of the
experiences you had in the overturning of some of the recommendations
you had made to disapprove specific drugs. Could you share with us
your experience on a particular drug called Cylert ?
Dr. KENNEDY. Yes.
Senator KENNEDY. Just in general terms, tell us why you recom-

mended nonapproval ?
Dr. KENNEDY. I have to say two things first to set the scene for

the way that things went. First of all, at this particular time in the
Division we were required to have certain-check in points, so to
speak, where the reviewing team would meet and report our findings
to the Division Director. Also on all new drugs we were required to

A have an outside consultant to review the application with us before
the drug could be approved.
I received Cylert in December, I believe it was, it was submitted in

November, but I did not get it 24 days later, the reviewing team
• which consisted of a chemist, Mrs. D'Acosta, who is a pharmacologist,

and myself, met in February. We all were in agreement there was in-
sufficient data to approve it at that time. I am not going to go into
the pharmacology deficiencies because that is Mrs. D'Acosta's expertise.
There were chemistry deficiences which had been present since 1969.
This was a period of time when the agency was trying to establish
guidelines for drugs to be used in children. And when I presented
my review, my findings of the clinical data plus the other deficiencies
at that time, the Division Director requested that I obtain a group
of consultants to advise the FDA on guidelines for drugs to be used
in children. This was one issue. An independent review of the drug,
of the data, was done by Dr. Allen K. Done, whom I have mentioned
before, who was Special Assistant to the Director on Pediatric
Pharmacology.
Dr. Done independently, with his review of the data, agreed with

my recommendations which had been set forth in a summary of non-
approval in April.

Following this, I believe it was in May, I met with Dr. Gerald
Solomons who was coming in as the chairman of the task force on
guidelines, and I had previously presented him with a copy of the
protocol. He had his independent comments to make on that.
At this meeting in May with Dr. Solomons, Dr. Done, myself, Mrs.

D'Acosta, I presented a summary of my review of the data. I did not
present my conclusion until Dr. Solomons was allowed to give his com-
ments, and in essence he agreed with all of us that there was insufficient
information on which to base approvability of this drug.
Subsequent to this, or actually briefly before that, Dr. Gardner had

agreed we should go ahead and issue a nonapprovable letter to the
firm, based on pharmacology and chemistry deficiencies, rather than
waiting for the clinical discussions which obviously had to come at a
later date. This was agreed to in writing and we were prepared to
send the letter. Mrs. D'Acosta and I, who had discussed the pharma-
cology deficiencies, we had both drafted our positions of the letter,
plus the chemist had drafted his, we were informed by the chief
pharmacologist that she could not agree to the issuance of the non-
approvable letter which included the pharmacology deficiencies. Be-
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cause the team was concerned, we scheduled a meeting with the Divi-
sion Director to clarify the situation and see where we stood.
The meeting was scheduled. The meeting was canceled without any

invitation to the members of the reviewing team or without advising
the reviewing team, the Division Director met with representatives of
the drug firm and I was subsequently 
Senator KENNEDY. Were you present?
Dr. KENNEDY. No; I was not present. I was not informed. I found

out the following day, a Food and Drug officer informed me that the
Division Director had told him that he had informed the drug firm
that there were no serious problems with the drug, that it would be
approvable subsequent to that. I will not bore you with all the details
of phone conversations; but representatives of the drug firm did indeed
confirm that they had received this information, that there were no
serious problems with the drug.

Senator KENNEDY. As I understand it, you made a recommendation,
and then you had a consultant who worked with you who concurred in
that recommendation?
Dr. KENNEDY. Had someone from the FDA itself who was a special

assistant on pediatric pharmacology and who is a well known pedia-
trician. I also had an outside FDA consultant who is very experienced
in this area.

Senator KENNEDY. They agreed with you?
Dr. KENNEDY. That is correct.
Senator KENNEDY. You had an advisory committee?
Dr. KENNEDY. Well that comes later.
Senator KENNEDY. I see.
Dr. KENNEDY. We met, first of all, the reviewers met with the spon-

sor to inform them of our findings. Present at that meeting was the
reviewing team, Dr. Done, and members from the drug 
Senator KENNEDY. We don't necessarily have to have that.
Dr. KENNEDY. We presented our findings. The firm had told me

they were trying to get a separate meeting to our meeting with the Di-
vision Director. However, the Division Director was to come in at the
end of this meeting. He was not present at this meeting. Following the
meeting with the suggestion of Dr. Done, the firm was presented with
a copy of the draft letter, which indicated nonapprovability. We had
already discussed the contents.
They were informed it was a draft. And the next thing I knew,

I was being called, along with Dr. Done and members of the reviewing
team, to brief other people in the agency, and I was called to brief
Dr. Simmons, who then was Bureau Director and Dr. Finkel, who
then I believe was Director of 

Senator KENNEDY. What were the conclusions of the advisory com-
mittee?
Dr. KENNEDY. The conclusions of the advisory committee which

came after meetings with the Commissioner, with Dr. Simmons, Dr.
Finkel, the final conclusion—I am leaving a large part of the infor-
mation of course is going to be missing—but they agreed with me.
Senator KENNEDY. They agreed with you?
Dr. KENNEDY. There were three members who independently re-

viewed the data, plus Dr. Apter was called in for her opinions on the
statistical review.

%I.
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Senator KENNEDY. So your representation, the consultants, the in-
house specialists, and the advisory committee all agreed. Then what
happened?
Dr. KENNEDY. After this, after some discussion, a letter of nonap-

proval did issue. A rebuttal came in. I was informed that I was not to
review this data. Furthermore, I was not to have any more contact
with the consultants. This was by the Division Director.
Senator KENNEDY. Did they give you any reason for that?
Dr. KENNEDY. I was just told if I communicated with anyone else

outside the agency, I did so against advice.
Following this, the Division Director reviewed data on his own I

had a meeting with him, with Dr. Crout, well, with Dr. Done, Dr.
Crout, Dr. Gardner, and another member at that level. I was informed
that the reviews that were done by myself, by the consultants, were not
done dispassionately or competently. I was told that I was to write
no more memorandums for the file. I was told a new ad hoc committee
woud be obtained for which I would not have really any input. All the
contacts would be from the Division Director and the Deputy Director,
and they would have no contacts with the other group of consultants.
Senator KENNEDY. Then what happened? There is a lot, I am sure,

but I am trying to direct your attention to the task force report or the
second advisory committee.
Dr. KENNEDY. I was not involved in the second advisory committee.
Senator KENNEDY. You know what they concluded?
Dr. KENNEDY. I know they concluded there was insufficient data to

approve the drug.
Senator KENNEDY. That is what had been your first observation?
Dr. KENNEDY. That is correct.
Senator KENNEDY. You, the consultants; the in-house assistants,

and the first advisory committee reached a decision, then you were
told to stay away from any more communications. Then, as I under-
stand it, there was the second advisory committee that upheld and
substantiated your initial findings, is that correct?
Dr. KENNEDY. That is correct. But prior to the meeting of the sec-

ond advisory committee, I was removed from the Division. I was de-
tailed just shortly before the second meeting—second advisory commit-
tee meeting was to occur.

Senator KENNEDY. Was that in response to your request?
Dr. KENNEDY. No. It was over much protest. I was called late one

evening by Dr. George Leong who asked me if I would agree to help
him out in the Division of Dental Surgical Drug Products to review
soft contact lenses, because they had 

Senator KENNEDY. Review what?
Dr. KENNEDY. Review soft contact lenses because they had a back-

log in that Division. And I as a psychiatrist could not understand why
I was being sent to review soft contact lenses.
I tried to find out from the Division Director who told me I would

have to talk to Dr. Crout. I finally got a memo saying it was indeed
because of a backlog. I remained in that Division for the period of the
detail. I requested a return to my own Division.
When I returned, I found that I no longer would be reviewing the

drugs in my area, but that I would be again helping with the backlog
of drugs which were used for nausia, vomiting, and migraine head-
aches,
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Senator KENNEDY. How many psychiatrists were in the Division
when you were there?
Dr. KENNEDY. When I was there, there were three, plus the Division

Director, and also later on a psychiatrist neurologist.
Senator KENNEDY. How many are there now?
Dr. KENNEDY. Well as far as I know, there is one psychiatrist who

is still reviewing drug data. They have brought in three psychologists.
Shortly after my removal, they were advertising for psychiatrists, so
the may have some more by now. I don't know.
Senator KENNEDY. It would appear from what we have heard that

the Cardio-pulmonary-renal Division has been deciminated, apparent-
ly because of industry pressure, and now we have had the effective dis-
bandment of your division. Let me ask you this: did this happen to
you with any other drug?
Dr. KENNEDY. You mean were there other advisory groups?
Senator KENNEDY. Did you have a similar experience with Tofranil ?
Dr. KENNEDY. That was one, I mentioned when I gave the reasons

or felt that data were insufficient to approve it at that time, it was
just simply removed from me.

Senator KENNEDY. That was ultimately approved?
Dr. KENNEDY. That was approved.
Senator KENNEDY. Are there problems showing up now?
Dr. KENNEDY. As I understand, the British medical journals are

beginning to see problems with the drug. I may say this drug is ap-
proved for another indication. Our concerns were the use of the drug
in children because it would be used over a long period of time, in
spite of the fact of the limitations which were to be employed for a
short period of time for bed wetting. We note from a review of data
contained in the record that it was often used for as long as a year.
We were concerned about the effects, possible effects on growth, infant
functions, et cetera.

Senator KENNEDY. We have some correspondence that has been un-
solicited from doctors related to Tofranil, where they mention the
problems they have faced as well on this. They have signed the let-
ters and are practicing physicians and we will just make that a part
of the record.
[The letters referred to may be found in the files of the subcom-

mittee.]
Senator KENNEDY. Can you confirm that there are still unsolicited

samples being sent through the mail for Tofranil ?
Dr. KENNEDY. I do not know about this.

• Senator KENNEDY. We have a staff member, a physician, who re-
ceived three samples last week unsolicited. Your conclusion from the
work in the FDA is: is it easy or hard to disapprove new drugs?
Dr. KENNEDY. For me it was extremely hard.
Senator KENNEDY. To do what?
Dr. KENNEDY. To disapprove. I had to justify my position many,

many times, at many levels, through administrative echelons.
Senator KENNEDY. Mrs. D'Acosta, you worked with Dr. Kennedy?
Mrs. D'AcosTA. Yes, I did.
Senator KENNEDY. You were opposed to approving the drug as

well?
Mrs. D'AcogrA. Yes.

•
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Senator KENNEDY. Why did you conclude it should be disapproved?
Mrs. D'AcosTA. I was opposed to approving the drug because the

clinical indications for the drug was for long term usage. I had re-
viewed that animal data that was available, and I found no evidence
to support any long term use of the drug, specifically in the pediatric
category.
I might give you a little background as to procedures for the phar-

macologist's review, as you discussed earlier with the medical officers.
The procedure is that the reviewing pharmacologist evaluates the

application and submits the review, the rough draft of the review to
the senior pharmacologist, who then is in agreement with the con-
clusions of the reviewing pharmacologist, initials the rough draft
and then sends it forward for typing and processing.
I might take one step back to point out that at the time I was

given the NDA (new drug application) for review, Dr. Edward Tokas
was the senior pharmacologist. He received my review and recom-
mendations regarding the drug and evaluation of the data that was
submitted with the NDA. He signed off on my review. There was total
accord with the evaluation I had made, based on the data submitted,
and it was put forward as an official pharmacologist review.
There came a point in time that Dr. Tokas was made chief of the

Drug Abuse staff, which was a part or unit contained in the Neuro-
pharmalogical Division.
Subsequent to that, Dr. Glocklin became chief pharmacologist. At

that point Dr. Kennedy mentioned that the chief pharmacologist did
not in fact concur with the evaluation that I had made of the appli-
cation, and I gave you that background information to delineate who
was chief pharmacologist and at what time and period.
Senator KENNEDY. I understand you agree with Dr. Kennedy's

testimony?
Mrs. D'AcosTA. I agree entirely.
Senator KENNEDY. You were on the first advisory panel?
Mrs. D'AcosTA. I was not on the first advisory panel, but I was in-

volved with the preparation of the material that was submitted to
them. In fact I was invited by the panel to join them in their discus-
sions and deliberations and acted as a resource person during their
conferences.

Senator KENNEDY. Were you ever cut off from access to the files?
Mrs. D'AcosTA. Yes, I can't remember the date, but there was a

point in time when a memo issued from the Division Director's office,
who was then Dr. Elmer Gardner, and it was directed to all profes-
sional staff people. The substance of that memo was that the Division
file would not be available to the professional personnel unless a re-
quest was made through the consumer safety officer, who would in
turn relate this to—I am not sure where the point of authority went
at that point, I am not sure whether or not the consumer safety officer
had to consult with Dr. Gardner or someone else at the Division
level, as to whether or not the professional would have access to the
file. If permission were granted, the professional was brought the
file by the consumer safety officer, and this is the way we were able
to gain access to the files.
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Prior to that, however, I might say, professionals had freedom to
consult the files at any point in time of day, and I also might add this
was a very necessary process for us to—in our reviewing to consult
files to determine whether or not there were other applications, other
drugs, that would have material pertinent to the particular applica-
tion that you were reviewing.
Senator KENNEDY. Now as I gather, you were effectively taken off

the case about the same time Dr. Kennedy was?
Mrs. D'AcosTA. Well, this is in essence correct. I might add, how-

ever, that the record will show that I made a request to be transferred
to the Drug Abuse Unit, then headed by Dr. Tokas, my former
supervisor. There are circumstances that I will not go into now that
precipitated this request.

Senator KENNEDY. You also agreed with Dr. Kennedy on Tofranil,
did you not ?
Mrs. D'AcosTA. I did.
Senator KENNEDY. Dr. Lidd, you previously commented that your

review of Cylert resulted in your recommendation for disapproval
being overturned. Can you tell us why you recommended disapproval?
Dr. LIDD. Well, of the twin factors of safety and efficacy, the point

of reference was with respect to efficacy. I felt that there was not suffi-
cient substantial evidence based on well controlled studies to sub-
stantiate the claim made.

Senator KENNEDY. Did you find there is more pressure in your
experience for approving the drug than disapproving it?
Dr. LIDD. The Sere episode occurred in the late 1960's. I would say

fortunately, maybe because the material I have handled, I had very
little pressure I think maybe because the problems I had were rather
clear cut.

Senator KENNEDY. Were you transferred out of the Cardio pulmo-
nary-renal Division?
Dr. LIDD. In the early part of this year I was transferred into the

anti-inflammatory group of the Division of Radiopharmaceuticals and
Oncology.

Senator KENNEDY. Are there any full time cardiologists in the Car-
diac Division now that you know of?
Dr. LIDD. I do not know who is there right now. I am no longer in

that division.
Senator KENNEDY. Why would you be transferred out of the area

of your maximum expertise?
Dr. LIDD. Well, at the time the Cardiopulmonary Division was modi-

fied, my area of expertise would have put me in the same division
presently that Dr. Winkler is in. I was not assigned to that division.
Instead I was assigned to the other division. I was never given an
answer—pardon me—I was never given any information as to why I
was assigned to the particular division I am in now.
Senator KENNEDY. Did you ask about it?
Dr. Lim. No, I did not.
Senator KENNEDY. You are outside your area of expertise, are you

not?
Dr. LIDD. For the most part. My background is in pulmonary disease,

allergy, and immunology. Fortunately immunology is in almost every
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field. So there is some immunology in the field I am in. My primary
area would be elsewhere though.

Senator KENNEDY. Did you work on any drugs where tumors
showed up in animals after human testing had been done?
Dr. LIDD. Yes, sir.
Senator KENNEDY. How many?
Dr. Linn. Either solely or in conjunction with others, I believe three.
Senator KENNEDY. Does that indicate incomplete animal testing

prior to human testing?
Dr. LIDD. If one looks at the aspect of the potential of any given

drug to cause tumor formation, one would have to say that one would
need long-term animal studies to elucidate whether or not that poten-
tial exists for a given drug. There are so far no acceptable short term
methods of predicting that aspect, although there are some contro-
versies in terms of the role of the studies. -With this in mind, one
would, in order to rule out tumor potential, have to have long-term
animal studies.
Senator KENNEDY. Dr. Gerda, have you been transferred by FDA?
Dr. GERDA. I was formerly in the Division of Dental and Surgical

Products and was transferred out this past year during the reorgani-
zation which just took place recently.

Senator KENNEDY. From where to where?
Dr. GERDA. I was transferred to the Division of Radiopharmaceu-

ticals and Oncology.
Senator KENNEDY. You are a surgeon, are you not?
Dr. GERDA. Yes.
Senator KENNEDY. Do you know why you were transferred?
Dr. GERDA. No. I was not informed or consulted regarding this

transfer. The notice I received, as I told Mr. Sheridan, was the plan
of reorganization in which all medical officers were listed in their new
divisions.

Senator KENNEDY. What sort of work are you doing now?
Dr. GERDA. I am working with the radiopaque media, radio con-

trast agents. I might say this is not a new area for me. I had worked
with these agents previously because these drugs had been assigned to
the Division of Surgical and Dental Products previously. But under
the reorganization, it was felt, I assume, that it was more logical to
include them under radiopharrnaceuticals, since the radio contract
media used by radiologists mainly--and of course radio pharmaceu-
ticals—are primarily in that area of specialization. So the transfer
was logical in some ways although I was not consulted, as I said,
or asked whether I would like to take on this class of drugs.

Senator KENNEDY. Did you inquire why you were being trans-
ferred?
Dr. GERDA. No; I did not. At the time the circumstances were such

that I felt there would be no use in doing that.
Senator KENNEDY. Now you are working in the radiopaque material?
Dr. GERDA. Yes.
Senator KENNEDY. Would you tell us about your experience with

having your recommendations for disapproval being questioned at
high levels?
Dr. GERDA. Well I have not had real direct pressure brought on me

to change any recommendation that I have made, although the kind of
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pressure that I have felt has been more in a general area of review, of
review provinces. By that I mean ever since I have been here, I have
been concerned about the basic scientific data and application, and I
would like to go through the control data and particularly the
stability studies, and very, very closely the pharmacology data because
I have always felt that a medical officer cannot make a decision on
clinical studies unless he is very or pretty much aware of the animal
studies that had been done on an application.
I have always felt that there should be some freedom or there

should be complete freedom on the part of the medical officer to
analyze the animal data and criticize it and make recommendations
on these data. So the kind of pressure that I have felt has been this
controversial aspect of whether a medical officer should actually get
himself involved in reviewing controls in animal data. It reached the
point at one time where the supervisory staff of our dental and
surgical division called a meeting in which I was the only medical
officer present and at that time a decision was reached that the medical
officer should evaluate animal data and control data, but should not
put his findings or his recommendations in writing in the actual
review.
Now, the reason for this, I have never really known, but this was

just the Division policy that was reached. I understand it was debated
up in the higher management areas, although I was not present at
these meetings and I do not know what the Bureau's general policies
on that is yet: So in listening to my colleagues telling about their
experiences dealing with clinical animal work, I am in general agree-
ment, I think these areas of animal studies—in particular, the chronic
animal studies—are very important. There is no way of telling
whether a drug will be carcinogenic on suspicion or on analogies. The
only way is to require animal studies.
Senator KENNEDY. Did you do some work on Disease?
Dr. GERDA. Yes.
Senator KENNEDY. And what was your recommendation? Did you

recommend approval?
Dr. GERDA. Originally, I did not recommend approval on that. That

is along story.
Senator KENNEDY. Very briefly, let me ask you some specific ques-

tions on Disease. Were there any outside groups convened to review
the data?
Dr. GERDA. Yes.
Senator KENNEDY. And those outside groups supported your

finding?
Dr. GERDA. Yes.
Senator KENNEDY. Then, was it referred to another group?
Dr. GERDA. Originally, we had an ad hoc committee of distinguished

neurosurgeons and orthopedic surgeons to review this drug. This drug
is an enzyme preparation which is injected into a ruptured or ex-
truded disc, in the treatment of the back syndrome. There are two
groups in the country that would use this type of drug. That would be
neurosurgeons, who do surgery for these conditions, and also the ortho-
pedic surgeons.
So we convened an ad hoc committee to review these data, and they

generally agreed with my findings, and in addition expanded their
recommendations on the basis of their expertise.
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Senator KENNEDY. Then another advisory group was convened, was
it not?
Dr. GERDA. Well, not really. About this time for some reason, I am

not aware of why, the ad hoc committees were discontinued. I believe
our ad hoc committee on Disease was the last ad hoc committee in the
Bureau; and shortly after they made the recommendations on this
drug, the committee was disbanded.
Senator KENNEDY. Was your involvement terminated?
Dr. GERDA. Not at that time.
Senator KENNEDY. At any time?
Dr. GERDA. Yes. It terminated actually when the reorganization took

place—I am sorry, not quite then. It was about a year prior to the

reorganization, when Dr. Clark was made Division Director, following

Dr. Ridgebee's resignation. I won't go into the details.
Senator KENNEDY. It seems you did the original work on the drug,

and had an advisory committee review your work, which supported it,

and while it was still in the process of being considered your partici-

pation was terminated?
Dr. GERDA. Here again it was not that abrupt. I was never actually

consulted or told that I would no longer be reviewing the drug. But

when Dr. Clark came in, there was a key meeting between the industry

representatives of this drug and Dr. Crout, at which time 
Senator KENNEDY. Were you present?
Dr. GERDA. Yes. At which time various details of the deficiencies

of the clinical studies and other aspects of the NDA were discussed.

Following this key meeting is the point at which I stopped having a

direct contact with the drug, although I did review such things as

adverse reactions on the drug subsequently and a few other minor

details.
Senator KENNEDY. At that meeting with the industry, did you

express your reservations?
Dr. GERDA. Yes.
Senator KENNEDY. So you made your findings, supported by the

advisory committee, you have a second review committee, and then

you have a key meeting with industry people and Dr. Crout, and you

expressed your concerns and reservations, and then shortly after that

your work with that review terminated. I think that is the sequence

of events.
Dr. GERDA. It was not quite that abrupt.
Senator KENNEDY. OK.
Dr. GERDA. As I say, this was a complicated story. Shortly after the

first ad hoc committee was disbanded, this drug was then presented

to the new advisory committee, with the surgical and dental adviso
ry

committee, which was part of the general advisory committee syst
em

that was initiated in the Bureau. From then on, the surgical adviso
ry

committee really handled the drug.
At the first meeting, I presented the general picture of this dru

g,

and the decision at that time was to form a subcommittee of the
 sur-

gical advisory committee, and that subcommittee really we
nt into

the data. They were the ones who subsequently decided what 
was to

be done with the drug. I do not know what the curre
nt status is,

because I was transferred out of the Division. As I was tell
ing Mr.

Sheridan, the subcommittee has been really carrying the ball on
 this

drug since that time.
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Senator KENNEDY. The only thing is, Doctor, it seems you were very
much involved in the process, then you expressed your views, and
were transferred out of the Division. You were not given any ex-
planation for the transfer. We will let the record stand as it is.
Dr. Campbell, I believe hydergine was one of the drugs you were

working on.
Dr.. CAMPBELL. I have not actually had recommendations overruled.

The situation with hydergine was, on two occasions-
Senator KENNEDY. Bring the microphone a little closer.
Dr. CAMPBELL. With two different submissions from the firm on

that particular drug, I turned both submissions down because of the
method of study, the question as to whether the people who are in the
studies actually had the diagnosis and the problems for which the drug
was to be used.
In fact, I turned the drug down on all aspects, clinical material,

the question of safety, and the final statistical analysis in which the
conclusions were certainly questionable. After I turned down the
second submission, the firm went to the administrative echelon to ask
questions, and I found out about this after this, when I was called up,
by myself, to the Director's office, and she questioned me as to why I
turned the drug down, and I gave her my reasons.
Shortly, thereafter, I went on vacation. When I returned, I found

that the drug had been removed from my office and was submitted to
the statistician for further review, which I had decided not to do since
the clinical review really did not warrant approval.
I did not think it was much point in wasting the statistician's time.

One week after I came back from vacation, I was called into Dr. Gard-
ner's office, who was Division director at that time, and I was told in
no uncertain terms that I was to give the drug application to Dr.
Stovall, who was Dr. Gardner's Deputy Director, and he would then
either review it or assign it to another medical officer to review. I pro-
tested this because the drug application was in the behavioral altering
systems in the elderly, and since I was a psychiatrist, and Dr. Stovall
or any other physician in the agency to whom the drug could have been
assigned was not a psychiatrist, both of the other psychiatrists were
already very busy with all sorts of drugs, and after that within 6
months Dr. Stovall reviewed the material that I did and came to a
completely different conclusion. I found this out only sort of inadvert-
ently because I was no longer involved with the drug.
In August of 1972 Dr. Gardner asked me to present the drug to the

advisory group on neuropsycopharmacology. I went back to review the
file in order to see what sort of things had happened with this drug
subsequent to my being removed from it. What I found in the file
led me to submit to Dr. Gardner a question and memorandum,
whether I could in fact submit to the advisory committee, since it was
my belief that the advisory committee could be well served only if
I were to submit to them all the data and all the administrative deci-
sions and all activity of the FDA. I asked that instead the drug be
given to my task force on psychoactive drugs in the elderly.
At that point I can only say that from that point on it was a down-

hill course. My memorandum in question was never acknowledged by
Dr. Gardner. I started to find a lot of strange things happening to me,
and finally after a couple of months I was advised that I could get one
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of my consultants to look at the material, he did come in to look

at it. He agreed almost entirely with my recommendations, but more

importantly when I reviewed it with my consultant, I found a memo-

randum which had been directed to file, and Dr. Crout accusing me of

uncooperativeness, incompetency, unreasonableness. I had never been

informed of that memorandum. It had never been discussed with me,

and at that point of course the thing blew apart.
Senator KENNEDY. Did you receive a letter of reprimand.
Dr. CAMPBELL. I received a memorandum of reprimand at this time.

Subsequently I had all my—every single bit of my work removed from
me with a notice to the management person that I was not to be in-
formed of the 

Senator KENNEDY. Speak into that mike.
Dr. CAMPBELL. I submitted a personal grievance on the fact that I

had had my entire work removed from me, not only this one drug,
but all the other work. I had actually been working on antidepressants
and all psycoactive drugs used in the elderly. Everything was removed
from me without my having been informed, with the directive to man-
agement personnel that I was not to be informed.
Senator KENNEDY. That reprimand was withdrawn later on?
Dr. CAMPBELL. The letter of reprimand came some months later.

When I continued to question, and through former channels con-
tinued to in effect defend my position, that on no previous occasion 
or no situation had I ever been called incompetent, inadequate or un-

reasonable 
Senator KENNEDY. Did you find that after you had rejected some

drugs, the nature of your job began to change or you were transferred?
Dr. CAMPBELL. Yes. The nature of my job—more importantly, how-

ever, the situation became such that when any questions arose as to
how to continue handling the drug, that the Division Director was in
fact never available for questions. Memorandum of questions were
never acknowledged or answered. Meetings were held with drug firms
in which all the other members of the reviewing team, in some instances
were not invited. I was not invited. In other instances the Division

Director met with members of the drug firm with no member of the
reviewing team available, and in a good number of instances no mem-
ber of the reviewing team was advised of what actually happened
during those meetings.
Senator KENNEDY. These are meetings with the companies?
Dr. CAMPBELL. These are meetings with the drug company agents,

yes.
Senator KENNEDY. At some point you were transferred?
Dr. CAMPBELL. I was transferred, I can give you the exact date

because it is burned into my memory 
Senator KENNEDY. Speak right up.
Dr. CAMPBELL. On July 23, 1973, I was requested to report to the

Methadone Monitoring Unit by Dr. George Leong. On the same day

I got a letter from Dr. Elmer Gardner saying the letter of reprimand
which he had originally submitted in my case would stand in my file

for 2 years.
You are quite correct. That letter of reprimand was subsequently

rescinded when I brought a lawyer into it, and 41 pieces of docu-

mentation showed that there was no way he could support a letter of

reprimand.
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Senator KENNEDY. Were the reasons for the transfer made known
to you
Dr. CAMPBELL. The reason given to me was that psychiatric exper-

tise was absolutely vital in the methadone monitoring unit, and I must
emphasize here that in the year that I have served in that unit I have
used my psychiatric expertise on no single occasion.

Senator KENNEDY. No single occasion?
Dr. CAMPBELL. No single occasion.
Senator KENNEDY. Had there been prior to your going there some

psychiatrists that had been actually transferred out of there?
Dr. CAMPBELL. Out of methadone monitoring?
Senator KENNEDY. Out of where you came from?
Dr. CAMPBELL. Dr. Kennedy had been detailed to review soft con-

tact lenses, and about the same time I was transferred out of the Divi-
sion of Neuropharmacology had been detailed in the Division of Neuro-
pharmocology to review nausea, vomiting, and migraine drugs.
Senator KENNEDY. I want to recognize the presence of our ranking

Republican member, Senator Javits, who is also an active member of
our Health subcommittee.
Senator JAVITS. Thank you, Mr. Chairman. Ladies and gentlemen, I

have just been advised of the very, very serious charges which are being
made here on the sworn testimony by professionals, who are well-
educated and respected professionals, and I am very deeply shocked
and troubled by it.
I am the ranking minority member of the Labor and Public Wel-

fare Committee. We have a ranking minority member on this subcom-
mittee, Senator Schweiker of Pennsylvania. I regret very much that
because of his marking up of an appropriations bill, and my concern
with a new budget committee, which is having its hearings this morn-
ing, that we have not heard your sworn testimony personally.
But I wish to assure you that whatever you have said has not fallen

on deaf ears at all. I work very closely with Senator Kennedy, the
chairman of the subcommittee, and with Senator Williams, who is the
chairman of the full committee, and we will give the most considered
and intensive attention to the points that you have made, either myself
or through the ranking and other minority members of the sub-
committee.
I came specially from the other hearing, just to assure you, in fair-

ness to you, of that fact, and that I am deeply impressed with what
Mr. Cutler, our minority counsel, has advised me about the gravity of
the charges made and also about the character, high character of the
people that have made them.
Though I have not been here, nor has Senator Schweiker or the

other members of the minority, I want to assure you that it will be
taken with the greatest seriousness and that every word you have said
will be carefully considered, and as far as we are concerned, followed
up in as vigorous a way as Senator Kennedy would himself.
Senator KENNEDY. Thank you very much.
Dr. Appleton could you describe the pressures you have received

from superiors after submitting unfavorable reviews?
Dr. APPLETON. I think my situation in the agency is now stabilized.

This kind of situation had been a way of life before my transfer to my
current assignment. I would just say that there have been occasions
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where I have made findings that did not meet with the approval of my
supervisor and that the applications were then removed from my pur-
view.
Senator KENNEDY. Why do you think they were removed after you

disapproved them?
Dr. APPLETON. Well, in my studied opinion, and as I saw the appli-

cations before me, the data in the application did not meet the re-
quirements of the regulations with respect to chemical purity and ana-
lytical methodology, and the way that these questions were resolved
was to simply remove these applications from my continued review.
One situation comes to mind, and this is some years back when my

review found that the application did not meet even the minimum
requirements of the U.S. Pharmacopeia. I think the applicant under-
stood it, I think the agency understood it, I certainly understood it,
yet this application was subsequently approved. I tried to use all the
machinery available to me including a provision in the law which
would try to bring such attention to the U.S. Pharmacopeia, but my
efforts died aborning within the agency. So it was this kind of diffi-
culty that I had had, in simply trying to do a job, to do it to the best of
my ability.
Senator KENNEDY. Did it happen to you more than once that you

made recommendations and then found that you were transferred out
of consideration?
Dr. APPLETON. Well, the circumstances surrounding that—
Senator KENNEDY. Just yes or no, rather than getting into the

details. We do have to move the hearing. That did happen to you?
Dr. APPLETON. Yes, that happened in my previous assignment, yes.

Senator KENNEDY. And you have been transferred from one di-

vision to another?
Dr. APPLETON. Yes; I have.
Senator KENNEDY. Can you tell us what the occasions were?
Dr. APPLETON. Well, Mr. Chairman, this goes back 3 or 4 years. I

made a complaint, a formal complaint, against a supervisor for what I

considered to be interference with my professional work, of the kind

that I was describing.
Senator KENNEDY. Would you tell us about that just briefly?

Dr. APPLETON. It involved essentially making statements to spon-

sors and to applicants about the way I was reviewing applications and

incorporating, at least in one instance, at least, in a memorandum

for the record, which I considered in my non-legal mind as libelous

or slanderous—I let that lie fallow for a number of years, and I did

not think anything of it. I was continuously harassed in the way

I was trying to do my work.
As a result of that, I brought a formal complaint and the reply

to that complaint was the attempt to effect my discharge. After ex-

tended hearing on both the cases. there was a trade-off. T'he charges

against me were dismissed, and before the actual dismissal of .the

charges, I was transferred out, with my approval, out of the Division.

[The following information was subsequently supplied for the

record:]
During the hearings in 1970 of the agency's case against me (prior to

 my actual

transfer in early 1971) I was offered a transfer from the Division of 
Metabolism

and Endocrine Drug Products, then headed by Marion J. Finkel, 
M.D., to the

library of the Bureau of Drugs by George F. Leong, Ph D. who then serv
ed in the
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Office of Scientific Evaluation. Dr. Leong offered me this position, whose dutieshe did not define but which I could easily discern as being totally meaningless,on the basis that I "like to use the library." I rejected the offer on the groundsthat I did not want to do nondescript work (I did not want to become a "paperclip') and that such transfer could prejudice the outcome of my case then inprogress. I heard nothing further about a transfer until early 1971 when I wasoffered and accepted my current assignment.

Senator KENNEDY. Do I understand that one of the reasons thatyou filed the complaint was because your superiors were meeting with
drug company officials?
Dr. APPLETON. My immediate supervisor at that time. I would say,was going behind my back.
Senator KENNEDY. How was he going behind your back?
.Dr. APPLETON. He would communicate my findings to the sponsor

without telling me about it.
Senator KENNEDY. I would say that is going behind your back.
Dr. APPLETON. He never consulted me about some of the things.
Senator KENNEDY. Do you know that for a fact?
Dr. APPLETON. Well, I have some evidence to that, some altered

reviews. I have had occasion where my reviews were altered unbe-
knownst to me, which I found only by inadvertence much later than
the actual occurrence. It was generally an unpleasant experience in
trying to follow the dictates of the regulations under which I was
supposed to work.
Again in line with some of my medical colleagues, the burden is on

the reviewer, when he expresses disapproval, when he finds nothing
wrong—I have never been questioned, it is only when one makes
adverse findings of a chemical nature.
Senator KENNEDY. What department are you in now?
Dr. APPLETON. I am in the Division of Neuropharmacological

Drug Products.
Senator KENNEDY. Do you get a chance to review drugs now?
Dr. APPLETON. Yes. I am doing the same kind of work I did before.
Senator KENNEDY. Dr. Knox, did you have similar experiences?
Dr. KNOX. I remember one ease where I recommended disapproval

of the drug, and I found the drug was removed from my purview and
given to another medical officer, who promptly recommended approval.
Senator KENNEDY. Is that an amphetamine?
Dr. KNox. It was an amphetamine-like drug, not an amphetamine;

a similar drug. I asked why he had not contacted me. He said I might
prejudice him, that it was better for him to operate without any pre-
conceived notions of mine. However, he already knew, I am sure, what
my notions were because I had made them fairly public.
I later complained that when I did finally get a copy of the review

much later, that he did not have anything in his review specifically
about the amount of weight loss. This was a drug for obesity, and I
felt his was a glaring requirement that had been overlooked. I believe
subsequently the review was altered to include something about weight
loss.

Senator KENNEDY. Were the files ever altered or changed?
Dr. KNox. I believe so.
Senator KENNEDY. Do you know whether any of the material that

you put in the memorandum was either altered or taken out or
reviewed?
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Dr. KNOX. The only thing I recall was that the other medical of-
ficer's review, which did not have anything about weight loss in it,
when I looked at the file some months later, it had a sentence or two
added at the bottom of the page without indication as to the fact that
it was a later addition.
So when you looked at it, it looked like the original 
Senator KENNEDY. It looked like part of the original file?
Dr. KNOX. That is right. We normally write a separate amendment,

if we are going to alter our opinion, wish to alter anything about
medical officer review. In this case it was inserted at the bottom of the
page and appeared it had been done at the same time as the original
review.
Senator KENNEDY. Do you think it is important for the reviewing

officer to go over the raw data?
Dr. KNOX. Very important. I think this is essential.
Senator KENNEDY. Have you ever had any experiences where the

review turned up a serious deficiency that the summary might not lave
caught?
Dr. Ki.rox. I am not clear as to the question.
Senator KENNEDY. I mean, when the summary fails to take into

consideration some of the facts which you reviewed by the raw data.
Dr. KNOX. You mean the sponsor's summary?
Senator KENNEDY. Yes.
Dr. KNOX. Yes, I find the sponsor's summary is not always what I

would like, that it does not contain an analysis that I would agree
with.
Senator KENNEDY. How about the rest of the panel? Do you agree

with that as well, the importance of raw data?
Dr. BRYANT. Yes.
Senator KENNEDY. Would the record show who agrees with that?
[ Show of hands.]
Senator KENNEDY. What impressions did you gather, Dr. Knox,

of the influences of the drug industry on these decisions in altering or
changing the decisions?
Dr. KNOX. One reason I was told that the drug was taken out of my

office was that the drug firm had objected, that I was biased. I re-
plied by saying that it seemed to me to be putting in the drug firm's
hands the decision as to who would review the drug.
We went along that way. There was no change.
Senator KENNEDY. Have you been transferred?
Dr. KNOX. About 3 years ago I was transferred from the Division

of Bureau of Pharmacology and Oncology to Radiopharmaceuticals.
Senator KENNEDY. And you feel you are being properly utilized

now?
Dr. KNOX. My specialty is internal medicine, and when I came to

the Division I was assigned to hematologic drugs. It does not appear
in the title, though. Subsequently I was transferred out of the Division,
however, and now I have been reassigned to Radiopharmaceuticals.
Senator KENNEDY. Do you think the review process ought to be

more open to the public?
Dr. KNOX. That is a difficult question. I realize that there must

be some trade secrets, but in some instances I feel that they can be
more open.
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Senator KENNEDY. Okay. Dr. Ciarla, as you are aware, this sub-
committee has been interested in the area of adverse drug reaction.
We have had different testimony before the subcommittee regarding
this, with reports on various figures. One of the things we are inter-
ested in is the development of information on how much drug reaction
there has been. You wrote a memo on July 25 raising questions about
what you consider to be the fragmentation of the adverse drug reac-
tion system. Is that so?
Dr. CIARLA. That is right.
Senator KENNEDY. Could you very, very briefly summarize?
Dr. CIARLA. Back in 1969 when I joined the FDA, we had a workable

Division of Drug Experience. We had many medical officers, good
supervisors.
When the new group came in, of Dr. Edwards and Dr. Simmons,

they began what was known as a reorganization. The reorganization
was, in effect, a method of destroying, if possible, the Division of Drug
Experience. We could see it coming. They subsequently hired a doctor
from the University of Maryland, who became our acting consultant.
In effect, he was Acting Director of the Bureau of Compliance, of Co-
ordination, I am sorry.
He attempted to destroy us. He took practically all our medical offi-

cers out. He left us with nine medical officers, four of whom were non-
operable. When this did not accomplish his purpose, they got rid of the
head and got a new head in, and just about a year and a half ago, a
Dr. Harter was brought into the Office of Coordination I believe for
the sole purpose of finally getting us wiped out.
He has put a lot of excess work on us, not essential to the problem of

taking care of adverse reactions, in an attempt to demoralize the en-
tire Division. He has done this very nicely. Two of them have resigned.
Two or three more are in the process of resigning, if the burdens are
not taken off of them. This pictures a rather gloomy state of affairs.
In the past we used to have approximately 20,000 adverse reactions

coming into our unit. Since they have taken over, we now average about
anywhere between 9,000 to 11,000. Now they want us to actually for-
get these, and just have some clerk in the office put them into our
system, which would be useless for anybody to take out, and hope this
will solve the problem of finally wiping us out.
Senator KENNEDY. What happened after your report came out?
Dr. CIARLA. I got no answer at all. Right after that I got orders

from Dr. Crout to report to this new survey team, to examine nursing
homes.
Senator KENNEDY. Nursing homes?
Dr. CIAIUA. That is right.
Senator KENNEDY. What is your background on that?
Dr. CIARLA. I used to be public health officer, and I was also super-

intendent of public health for the city of Newport for 8 years. I do
not think they knew anything about that.
Senator KENNEDY. There is a little silver lining in this. That is going

to be up in Boston, is it not?
Dr. CIARLA. Yes.
Senator KENNEDY. Maybe you can consider it a promotion at least.
This has been an area in which you have been active for how many

years?

•
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Dr. CIARLA. Five and a half years now.
Senator KENNEDY. Thank you.
Are there any other comments? I think we have covered a number of

areas.
I do not know whether anyone who spoke earlier wants to make any

concluding comment or observation. Mrs. D'Acosta
Mrs. D'AcosTA. Senator Kennedy, there is one comment that I would

like to make in connection with my transfer, which the record will
show I requested, to the Drug Abuse Unit.
At the time of my transfer I was informed that I would be relieved

of the duties of review. Subsequent to that, the period came for evalu-
ation of Government employes. I think the record will show that at
that point that I have had about 18 years of Government service and
at no time have I gotten anything other than a very high rating for
performance.
The supervisor under whom I was working of course was in the Drug

Abuse Unit at that time. At the time of evaluation I had been under
his immediate supervision, having had this interval under another
supervisor. I had been under his supervision for less than 6 months.
However, excluding the intervention of my supervision by Dr.

Glocklin, I had been under his supervision for some 2 years approxi-
mately. Dr. Tokas wanted to give me an evaluation of a certain order,
which would be in line with all former evaluations that I had gotten
for my performance. However, he discussed this with me and it was
much lower than an evaluation that he had formerly given me as a
supervisor.
I questioned it and he indicated to me that the rating that he had

initially made would not be approved by the Division Director. I
of course refused to acquiesce to the rating that the division director
had indicated that he would approve, and after discussion with Dr.
Tokas, he in fact agreed with me that he himself could not even give
me the low rating that he had been advised to give me.
So a middle of the road was met. The rating that finally resulted

was one much lower than I had through the years received, but ad-
mittedly I accepted because I quite honestly did not want any further
reprisal. I have been transferred to the Drug Abuse Unit, and I was
satisfied with the situation I was in, and quite frankly very happy to be
in that unit of the Division, rather than in either Neuropharmacology
Division or Psychopharmacology Division.
Senator KENNEDY. Very good. Before this panel leaves, I want to

express again my very warm sense of appreciation for your comments
this morning.
I want to emphasize that you have testified in response to subpenas.

But what we have heard this morning is of enormous concern and
distress to this subcommittee. Apparently there is a dual standard
at the FDA.
We have heard of leaking of various files. We have heard of altera-

tions and changing of files. We have heard how individuals who have
been making these studies have been transferred during the period of
review. I think this is a pattern which is of great concern to us, par-
ticularly when we consider that you are charged under the law with
protecting the safety of the American consumer by guaranteeing the
efficacy of these drugs.
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It would appear that while you have been carrying out that responsi-bility you have been harassed and your scientific and technical judg-ment has been questioned. I think all of us understand there areinstances where individuals may be right or wrong in terms ofevaluation. Many of these questions are questions of judgment. Butwhat we have heard this morning are a panel of witnesses whose back-ground, expertise, and preeminence in these areas the American peoplegreatly appreciate.
What the American people do not appreciate is the intimidationof dedicated public officials and the circumventing of procedures and

rules that have been laid down by FDA itself.
I wonder why we should not look into various contacts that are

made between drug companies and the FDA with regard to these
various products? I wonder where those are listed? Should there notbe rule-making procedures that establish that, conversations that are
taking place ?
These are some of the impressions that we gather. We are looking

forward tomorrow to hearing Commissioner Schmidt. I was delighted
that Senator Javits joined us, and I think he can be assured of
unanimous feeling of both the Judiciary subcommittee and our Health
subcommittee, that we will stand by you in making sure that the
honest, candid, responsive answers you gave to this subcommittee this
morning will not put you to disadvantage. We want to thank you
very much for your appearance here.
Our final panel consists of Dr. Julia Apter, Dr. Roger Freeman, and

Dr. Gerald Solomons.
Dr. Solomons is a professor of pediatrics at the University of Iowa,

and director of the Children's Development Clinic at the University.
He is a graduate of the Royal College of Physicians and Surgeons in
Edinburgh, Scotland. He took his residency in pediatrics at the Royal
Hospital for Sick Children in Glasgow.
Dr. Freeman is director of Services for Handicapped Children and

Associate Professor of Psychiatry at the University of British Colum-
bia, Vancouver, Canada. Dr. Freeman is a graduate of Johns Hopkins
Medical School, 1958. He interned at McGill University. He did his
residency at the Child Study Center of Philadelphia in child psy-
chiatry. He was on the faculty at Jefferson Medical College in Phila-
delphia, and director of Services for Handicapped Children, St.
Christopher's Hospital for Children director of Child Psychiatry
Clinic and Chief of Psychiatry, Temple University.
Dr. Julia Apter is a member of the Cardiovascular and Renal

Advisory, Committee of the FDA. She has a B.A. in Physics from the
University of Pennsylvania is a graduate of the Johns Hopkins
School of Medicine, received master's degree in physiology from
Northwestern University and a Ph. D. in mathematical biology from
the University of Chicago.
She is the director of the Laboratory of Biomaterials and Biome-

chanics at the Rush Medical Center in Chicago, and an attending
surgeon at Presbyterian St. Luke's Hospital in Chicago.
Dr. Apter also has a board certification in ophthalmology. She is also

a professor of surgery at Rush Medical College.
Dr. Freeman, please proceed.
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Dr. FREEMAN. Might I ask, because we were not subpenaed, whether
what we say is also privileged here?
Senator KENNEDY. Yes. Why do we not swear you in?
Do you swear to tell the whole truth, nothing but the truth, so help

you God?
[Drs. Apter, Freeman, and Solomons answered in the affirmative.]

STATEMENT OF ,TULIA T. APTER, M.D., PH. D., PROFESSOR OF SUR-

GERY, RUSH MEDICAL COLLEGE, CHICAGO, ILL., MEMBER, FDA

CARDIOVASCULAR AND RENAL DISORDERS ADVISORY COMMIT-

TEE ROGER D. FREEMAN, M.D., FORMER CONSULTANT, DIVISION

OF NEUROPHARMACOLOGICAL DRUG PRODUCTS, OFFICE OF

SCIENTIFIC EVALUATION, BUREAU OF DRUGS, FDA: AND

GERALD SOLOMONS, M.D., DIRECTOR, CHILD DEVELOPMENT

CLINIC, PROFESSOR OF PEDIATRICS, COLLEGE OF MEDICINE,

UNIVERSITY OF IOWA, A PANEL

Dr. FREEMAN. Would you like for me to read my prepared state-
ment?
Senator KENNEDY. It is a very effective one and very powerful

one and we want to hear it all, but due to the lateness of the hour, I
would appreciate you highlighting it.
Dr. FREEMAN. It would be satisfactory for me to comment as I go

along?
Senator KENNEDY. Yes; we will include the statement in its entirety

in the record at the conclusion of your testimony.
Dr. FREEMAN. I served as a consultant to the Division of Neuro-

pharmacological Drug Products from about June of 1972 through

June of 1973, although the actual period of work was only about five

months.
We were originally called in, as I understood it, to prepare better

guidelines for the evaluation of new drugs, so-called psychoactive

drugs for children. As you have heard, Dr. Solomons was chairman

of this task force, which consisted of two of us, and Dr. Eric Denhoff,

a pediatric neurologist, who could not be here today.
I might add, as an aside, that this task is rather important because

there has been a great deal of controversy over the prevalence, causes,

diagnosis, and management of these childhood conditions, sometimes

called learning disabilities or minimal brain dysfunction. There has

been great political concern and public concern over the use of these

drugs in schoolchildren, for school behavior and learning problems.

In fact, the Office of Child Development convened a special panel

in 1971 to attempt to deal with these issues. I understood that we were

to be involved in reviewing a drug, the drug mentioned this morning,

Cylert, rather peripherally in terms of its being an example of the

kind of thing which the agency and the drug industry were encounter-

?..At our first meeting, I believe on July 6, 1972, we received little if

any orientation from the supervisory levels of FDA. I might add for

someone coming into the agency who knows very little about it, this

is a problem. It was a continuing problem.



2862

We went to work on these guidelines right away. We then were
told, to our great surprise, that the very next day there was going to
be a meeting with personnel from the drug company and their con-
sultants, which we were supposed to attend. We could not understand
this, since we had just gotten started. However, it was common
knowledge at the reviewing team level that the meeting was the result
of company pressure because the drug had not been approved. We
could not really sort this out at that point.
We agreed very reluctantly to this meeting, which could not be

postponed, we were told, with the condition that we were just going
to listen. We were not going to comment because we were not in a
position to do so about this new drug application.
We were told that supervisory levels would be present and that this

was OK, and that in fact this was the understanding about the
meeting.
But this was in fact not the case. Nobody from supervisory levels

showed up. We were left to carry the ball ourselves. The drug company
was quite put out because they had a letter indicating that they were
going to discuss their NDA. Even more curious, another company was
present who was rather putS out that an NDA of a rival firm was
going to be discussed. The meeting then turned into a fiasco. We felt
that we were being put on the spot and we did not know what to do.
We then attempted to contact supervisory levels, had great difficulty

finding anybody. As I recall, I think it was Dr. Scofield who we finally
turned up, who did come and indicated that there were some mis-
understandings, that we have to come back to this at a later date. So we
accomplished nothing at that meeting except becoming quite angry and
quite upset.
We completed our guidelines. Then we started to examine the raw

data. I might say personally that I have heard from the medical officer,
Dr. Kennedy, some things about this new drug application which I
found hard to believe. I believed that competent review was done and
this would be carried through the agency. I found it hard to believe
that some of the investigators were submitting data of this type.
However, when we took an independent look at the raw data, I found
that her concern was well justified.
Now, there seemed of course to be reluctance, as I heard this morn-

ing, on the part of the supervisory level to accept the team's recommen-
dations. I do not remember exactly how it happened 
Senator KENNEDY. Why was that?
Dr. FREEMAN. I do not know. I cannot testify to state of mind of

the higher-ups in the agency. But it was quite clear that if they did
not approve the drug, they were, if not harassed, at least asked to go
over and over things time and time again.
Senator KENNEDY. By whom?
Dr. FREEMAN. By their supervisors. In addition, there were, I be-

lieve, contacts directly to the medical officer from the drug company,
which the medical officer could not turn off and could not avoid. So we
decided that we would do something which I gather was unprecedented
at that time and that is to go through a page-by-page review of two
cartons of fifes of raw data.
We came back to Washington several times to do this. We had

difficulties with the system. We sometimes could not get the data. Our

4
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guidelines which had been prepared, and we were told were accepted,
to this day are in limbo somewhere. When we asked at various points
where they were, nobody seemed to know.
Senator KENNEDY. Is that not rather a strange way to treat your

advisers?
Dr. FREEMAN. We thought it was a very strange way to treat ad-

visers; yes.
There was information which I understand it was legally required to

be submitted, which had not been submitted, and I could not under-
stand why it was taking so long, and why it was the medical officer who
had to keep requesting this, and why supervisory levels did not take
this into their own hands and make it quite clear to the drug company
that this was necessary.
What happened gradually was that we developed a rather strange

feeling among ourselves that there were forces at work which we could
not understand, which we could not confirm, except at the reviewing
team level. There was very strong mysteries between the reviewing
team level and the supervisory level. It seemed to us we were being
used in some way. We did not know what that was.
Without going into more details, I would say that the feeling that,

we developed led to the concern that when it came to the final presenta-
tions of the drug company, that if we let the supervisory levels know
what we had in mind, this would be passed on to the sponsors.
Now, it is hard for people who have not been involved in this to

believe the kind of atmosphere which existed. I have talked to many
people about it since, and they do not believe it. The very night
before this presentation, this is on September 28, we were called by
Dr. Gardner and told that the format was to be changed, after all the
work we had put in. He did not tell us why, as I recall, and we
threatened to not be there.
With that threat, he agreed to just say a few introductory words and

let us pursue our intent.
The September 29 meeting took place in an adversary atmosphere.

It was quite clear to us, I think, and certainly to me that the burden
of proof was not on the sponsor, but was on us and on the reviewing
team, any one who felt that there were inadequacies.

Senator KENNEDY. Is that right? You mean that rather than the
binder being on the drug company to prove that it is safe and effica-
cious, you felt it was on you to prove that it was unsafe?
Dr. FREEMAN. That is correct.
Senator KENNEDY. Is that not shifting the burden?
Dr. FREEMAN. As I understood the law and regulations, yes. But

I want to emphasize also that we never felt that there was any
sustained support from supervisory levels in this regard. We never
knew where we stood.

After that meeting, which was attended by drug company people
and some very eminent consultants of theirs, we were told something
rather unusual by Dr. Crout, who did appear at that meeting for at,
least part of it. He said that this was a unique situation. He con-
gratulated us on an unprecedented presentation which he suggested
be replayed for the Commissioner. He was quite specific about this.
This was said in Dr. Gardner's presence.
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He also told us that the deficiencies in the NDA were not unusual.This was fine. I left thinking I had done a good job in a good cause,with a lot of difficulty.
However, subsequently a rebuttal came in from the drug company

and investigator, and we did not get this directly, it was a rather
peculiar situation, in which I requested, because I had heard about it,
that we would be entitled to comment on that rebuttal and new ma-
terial. There were some good points in that rebuttal and new material,
which I felt needed comment as well as some points of misunder-
standing.
We were not permitted to comment.
It was an unofficial submission

' 
we were told.

Now, in addition to that, what happened was that the trade publi-
cation, the Pink Sheet, stated that the drug company had worked
very closely with FDA on this drug, the implication being that this
was an exceptionally good example. In fact, to my knowledge this was
not the case.
It went on to say that lack of approval of the NDA was because

of consumer group pressure. Never had there been the slightest indi-
cation that that was so. It also indicated that a second advisory group
or ad hoc group was being appointed to re-review the medical officer's
review. We had not been informed of this.
We were also to be isolated from that group. I was personally in-

sulted at this way of handling things, and wrote a letter which I have
made a part of the record to Dr. Crout, saying that I wished to send
a letter to the new members of this new group. It may be of some in-
terest that he only replied to this letter later, in that I gave the dead-
line—I gave him time to reply, and I got a telephone call from the
secretary who could not, of course, discuss it with me, reading me a
letter saying basically that I should not do this as a consultant to FDA.
He apologized for not informing us, because of course—indicating

that there had been no pressure from the drug company.
Well, I have some comments here, but just to make them very

brief 
Senator KENNEDY. When did you replay it for the Commissioner?
Dr. FREEMAN. We never replayed it for the Commissioner. We were

never asked to replay it for the Commissioner. There was never any
mention of this again. So that there was an obvious switch, from what
we were told after that meeting by Dr. Crout and Dr. Gardner, than
what happened subsequently.
. This is again characteristic of this very unpleasant process.
I must say I learned a great deal from the experience. I would

rather it had been otherwise. I feel strongly that one cannot accept
summaries in lieu of raw data. We uncovered some things which caused
us great concern and I should tell this committee that there were pub-
lished papers about the drug, which had inaccuracies in them, which
we could not comment on, and we only discovered by looking at the
raw data.
This raises the possibility, of course, that these deficiencies get into

the literature. There were testimonial letters sent in by many eminent
people, none of whom had seen the data, saying the drug should be
approved, that it was needed.

4
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These published papers, with their inaccuracies, of course, stimulate
this kind of response from the medical community.
We are not in any position to say anything about it. I find this

personally a very awkward situation.
I would agree with you fully that meetings between the drug com-

pany and higher levels of FDA should not take place without the
medical officer present and without meeting—but without the meeting
being recorded, and yet we were told repeatedly that this had happened.
I feel strongly that the medical officer's position is untenable, that

good people are not likely to stay with the agency, or are likely to be
transferred to other divisions, and I am frankly appalled at this situa-
tion and cannot understand the pressure which has apparently been
mounted to weaken the system more and eliminate the review of raw
data.
Senator KENNEDY. Is it your impression that the FDA is moving

toward developing advisory groups, which will come in and periodical-
ly review different materials?
Dr. FREEMAN. In fact, Senator, it was my understanding when I

was at FDA right at the beginning that this was the direction in which
things were going, and these committees that may be appointed—
very unlikely to review raw data themselves.
Senator KENNEDY. You only found this when you reviewed raw

data?
Dr. FREEMAN. That is correct. There were discrepancies between data

and summaries.
Senator KENNEDY. Who was preparing the summaries?
Dr. FREEMAN. The summaries are prepared by the sponsor who may

be a drug company or who may be an investigator. In this case it was
both.
Senator KENNEDY. Your testimony is that those summaries might

be inaccurate or at least in this situation they were inaccurate, but that
they might be the basis for endorsement from some substantial or pre-
eminent people?
Dr. FREEMAN. That is correct. Of course there is controversy over

whether deficiencies are substantial or trivial. We were told the de-
ficiencies were clerical errors.

Senator KENNEDY. What would you do if the FDA called you up
again and asked you to be on an advisory panel?
Dr. FREEMAN. I would refuse under the circumstances that existed

at that time. I found it personally a very disturbing experience.
[The prepared statement of Dr. Freeman and other material sup-

plied for the record follows:]

42-665 0 - 75 - pt. 7 - 4
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STATEMENT FOR SENATE HEALTH SUBCOMY,ITTEE HEARINGS, August 15, 1974 

by

Roger D. Freeman, M.D.

I served as a consultant to the Division of Neuropharmacological

Drug Products, Office of Scientific Evaluation, Bureau of Drugs, Food and Drug

Administration, from approximately June of 1972 through June of 1973. The

following is a brief account of my activities and experiences.

A medical officer in the Division reviewed a New Drug Application .

(NDA) on a drug purported to be useful in the management of childhood hyper-

activity and so-called "minimal brain dysfunction." As a consequence of her

perusal of the raw data (as distinct from summaries submitted by the sponsors)

she reportedly felt there were many deficiencies, and that better guidelines

for the submission of such an NDA might be developed. She received approval

for the appointment of a task force of consultants. Dr. Gerald Solomons, a

pediatrician, was named as chairman. He nominated Dr. Eric Denhoff, a pediatric

neurologist, and myself (a child psychiatrist) as co-consultants.

As I recall it, our task was to draw up Guidelines for Clinical

Trials of Psychoactive Drugs in Children and Youth. The importance of this

task should be placed in perspective. There has been much controversy over

the prevalence, causes, diagnosis, and management of the childhood conditions

noted. Medication usage has increased, there has been professional, public,

and political concern over drug treatment of school behavior and learning

problems, and a special Federal panel was convened in 1971 to deal with these

issues. 
1

To return to the chronology: I understood that our Task Force

might be involved peripherally in examining the review of the previously-mentioned
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drug because it was a good example of the type of problem the Guidelines might

resolve. At our first meeting, which I recall was July 6, 1972, we received

little orientation from supervisory levels of FDA. We went immediately to work

on the Guidelines. We then were told that we were expected to meet the next

day with staff, officials, and consultants of the drug company. Because it

seemed so premature, we could not understand the rush. However, it was common

knowledge at the reviewing team level that the meeting was the result of drug

company pressure because of delay in approval of the NDA. As new appointees,

we were not in a position to sort out these conflicting opinions and forces.

We agreed reluctantly to the meeting (which could not be postponed) with the

proviso that we would merely listen, not comment on the NDA. In addition, we

were assured that the supervisory level would be represented at the conference

so we would not be alone, and that our conditions were satisfactory to both

the FDA and the drug company. They were not. The company had been told their

NDA would be discussed, and had a letter to that effect. They and their con-

sultants, some eminent in the field, had flown long distances for this meeting.

It was even more curious that another drug company had been invited; they were

angry because they had no desire to listen to a rival firm's troubles. No rep-

resentative of the higher levels of the agency appeared. We finally located one

with great difficulty and expressed our displeasure with the situation for all

concerned. It was agreed that there had been a misunderstanding, and that there

would be another meeting.

We completed our Guidelines that visit, and had examined some of

the raw data. Deficiencies seemed quite apparent and supported the medical

officer's negative report, but there appeared to be reluctance on the part of

the supervisory level to accept the team's recommendations. I do not recall

the exact details of how we were asked and agreed to do a thorough review of
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the NDA. On several subsequent trips the three of us did a page-by-page review

of a substantial part of the 96 volumes of raw data in preparation for another

meeting with the sponsors in September. But meanwhile we had difficulties with

the system. We could not find out what had happened to our Guidelines, though

we were told that they were approved. I still do not know. We heard reports

that high-level drug company executives had met with FDA officials and had been

assured that the drug would be approved, without the medical officer's presence

at the meeting. Information which was legally required in the NDA had not been

submitted and we could not understand why it had not been more forcefully re-

quested. At times it was even difficult to have access to the volumes of raw data.

Gradually I believe we all developed the feeling that we were in

the middle of a palpable but indefinable vortex of forces. The reviewing team

showed strong mistrust of the supervisory level; morale was low. It seemed

that we were being used in some way which was quite different from our original

expectations.

We developed a format for the final presentation to the sponsors,

but were told the night before that it was to be chaired by Dr. Gardner of FDA,

not Dr. Solomons, and that he had a different agenda in mind. Because we lit-

erally threatened to boycott the meeting and the sponsors would never have tol-

erated another fiasco, we were permitted to proceed as planned.

The September 29 meeting took place in an adversary atmosphere. I

never felt that the burden of proof for safety and efficacy was on the sponsors,

but rather that the medical officer and reviewing team, including ourselves,

were on the defensive. I should mention also that prior to this meeting quite

a number of letters had been sent by well-known investigators and professors,

supporting the drug, the NDA, and the need for the drug. None of these people

had reviewed the raw data, but I believe had received summaries from the sponsors.
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We presented our conclusions that the NDA was inadequate as

measured by adherence to the approved protocol. Not only had there been

discrepancies between summaries and raw data, but published reports in medical

journals were inaccurate, yet used to support the NDA. These were attributed

to "clerical error." At the end of the meeting we were told by Dr. Richard

Crout, Acting Director of OSE, in the presence of Dr. Elmer Gardner (Director,

DNDP), that it had been a precedent-setting presentation which he wished to

have re-played for the Commissioner. We were also told that the deficiencies

us were
uncovered byAnot unusual in NDAs. I personally left with a feeling that we

had worked hard in a good cause.

I am not sure of the events subsequently, but they were a surprise.

Apparently after prompting by the reviewing officers, a non-approvable letter

was issued on November 21, 1972. The sponsors then submitted a rebuttal and

new material, some of which should have been available in the NDA and might

have altered part of our conclusions. I recall that it was difficult to get

a copy of the rebuttal, since it was deemed "unofficial," and we were not per-

mitted to comment upon it. Meanwhile the trade publication known as "The Pink

Sheet" explained the lack of approval as due to pressures from consumer pro-

tection groups. Without informing us, it was decided to appoint another committee

to re-review the medical officer's review. We were to have no contact with this

new committee. The final report and other information indicates that the new

committee had some disagreement within its own ranks and with us. I wrote a

letter deploring the way this situation had developed which is attached to this

statement.

Comments 

I have strong feelings about the unpleasant process which we went

through. I would never wish to repeat it. However, it is important to under-



2870

- 5 -

stand that this has nothing to do with matters of scientific judgment which

are always open to disagreement and interpretation. It is clear to me that

the laws, regulations, and administrative structure should protect the

evaluation process, insofar as possible, from the forces we encountered. I

do not believe we or the reviewing team were able to do a proper job. That

this is no isolated experience is supported by three books on the FDA which I

only read afterwards and conversations I had with medical officers in other

divisions of FDA.
3-5

This statement is not the place to argue about the philosophy of

drug regulation. I merely wish to state that I do not believe it is safe for

the country to remove the requirement that efficacy as well as safety be sub-

stantially demonstrated, nor is it safe to give up reviews of raw data and

trust sponsors' summaries. Sloppiness, bias, and occasionally outright fraud

can be obscured by statistical pyrotechnical displays.

It may not be unfair to compare the pressures placed on medical

officers with those suffered by air traffic controllers. Certainly the respon-

sibility is no smaller, though less dramatic. Their morale is crucial. Rapid

turnover leads to diminished expertise we cannot afford. They must be pro-

tected from inappropriate pressure to approve a drug. Surveys have been done.2

Many of the reasons for low morale have been identified. I sincerely hope this

Subcommittee can help solve the problem.

Department of Psychiatry
University of British Columbia
Vancouver, Canada
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THE UNIVERSITY OF BRITISH COLUMBIA
HEALTH SCIENCES CENTRE HOSPITAL

VANCOUVER 8, CANADA

(604) 228-2032 (office)

March 13, 1973.

Dr. Richard Crout,
Acting Director, 0.S.E.,
Bureau of Drugs,
Food and Drug Administration,
5600 Fishers Lane,
Rockville, Maryland.

Dear Dr. Crout:

I would like you to know my reactions to the "Pink Sheet"

report on March 5, describing the formation of an "Ad Hoc Committee" to

re-review the Cylert NDA.

F;rst, I am puzzled by the statement that "Abbott worked very

closely with FDA friroughout the review procedures." It was my recollection

that there were unauthorized changes in the Conners protocol which Abbott

admitted at our September meeting, and that they failed, for many months,

to provide some requested data.

Second, the "Pink Sheet" goes on to say that pressure from

consumer groups reportedly weighed heavy in FDA initial decision to turn

down NDA". You and I know this is complete rubbish. Where did this idea

originate?

Third, and perhaps more important, you told us we had set an

important precedent by reviewing the raw data and confronting drug company

officials and consultants. I thus find it difficult not to take it as a

personal and professional insult that we have: (1) not been permitted to

reply to the Conners and Abbott rebuttals to our presentation, despite

my official request to do so; and (2) not been informed that you intended

to go over the heads of your medical reviewing team and consultants.

After the September meeting we had a long talk in the presence

of Dr. Gardner. You originated the idea, with no dissent from him, that

we "replay" our presentation for the Commissioner. You also indicated that

you would personally see to it that undue drug company pressure would be

resisted in future. Now the rebuttals have come in. They are called "un-

official" so we have, apparently, no right to comment. Yet I assume they
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are the basis for the company's "appeal" of the non-approvable decision.

You will recall that Dr. Conners admitted he had erred in
reporting on the number of cases in his study, the obtaining of both
school reports and physical data. He claimed this was only reported
falsely in his article in "Pediatrics" which he surprisingly termed
"preliminary". However, these errors were not removed from his subsequent
paper in "Psychopharmacologia".

In his"rebuttal", Dr. Conners made a major point of the
psychosocial factors which the consultants felt clearly violated the
protocol standards in many cases. He reduced our point to the absurd,
suggesting that since a bad environment interacts with brain dysfunction
(a point well made by the Isle of Wight study years ago), any degree
of noxious influence, including psychotic parents, multiple foster homes,
battering, etc., is compatible with inclusion. Again, desEite the
pro_tocol.

You will remember that we did not like the protocol, but
sought to avoid controversy by accepting it and only attempted to measure
adherence to its standards. Several good points were made in The
Conners and Abbott rebuttals, especially since new information was
provided which should have been (but was not) available to us for review.
It would have been useful for all concerned had FDA permitted comment
from us. If we were incompetent, we should not have been appointed
consultants. If our work was unsatisfactory, we should have been told
so. Instead, we were commended until (apparently) Abbott brought
pressure to bear.

I rather doubt that the ten members of the Ad Hoc Committee
will be provided with all the relevant information or have the time to
review, as we did, all the unselected raw data.

In the belief that the Ad Hoc Committee members should know
what they are getting into, I intend sending a copy of this letter to
each of them. Because I wish, as always, to be completely fair, I will delay
doing so for ten days from the date of this letter. If there is any com-
pelling reason why I should not send this letter, please call me at the
above-listed number.

cc. Dr. Henry Simmons.
cc. Dr. Elmer A. Gardner.

Yours sincerely,

Roger D. Freeman, M.D.,
Associate Professor,
Director of Services for
Handicapped Children,
Division of Child Psychiatry.
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THE UNIVERSITY OF BRITISH COLUMBIA
HEALTH SCIENCES CENTRE HOSPITAL

VANCOUVER 8, CANADA

(604 (office)
(home)

March 23, 1973.

Daniel X. Freedman, M.D.,
Department of Psychiatry,
University of Chicago,
950 East 59th Street,
Chicago, Illinois, 60637.

Dear Dr. Freedman:

RE: FDA AD HOC COMMITTEE ON CYLERT

I very much regret the need to send the enclosed letter to
the Committee members, who will undoubtedly wish to be objective
and avoid possible contamination. However, I am concerned that bias
will not be avoided by isolation from us.

We were originally asked to come to FDA to prepare guide-
lines for protocols for new studies (which we did). Despite our
objections, we were immediately (and without sufficient preparation)
thrown into a confrontation with Abbott and its consultants and invest-
igators. FDA higher echelon officials disappeared and were only brought
on the scene by justifiably irate Abbott representatives who had been
given a different agenda for the meeting than we were.

We were later placed in the position of not only checking
up on the findings of the medical reviewing team, but also confronting
the company, its consultants, and the investigators. We only acceded
to what we considered to be an unnecessary and morale-lowering pro-
cedure (for the FDA team) because of some of the major irregularities
uncovered in our review.

This information, sketchy as it is, may help your commit-
tee to understand the structuring of our September meeting with Abbott.

xxxxxxxx
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I sincerely hope you can sort out the scientific from the political
and financial issues involved.

I am sending along two extra copies of this letter for
Drs. Schulman and Cohen, whose addresses are not immediately avail-
able to me.

Yours very sincerely,

) r''' - • /412-‘,..--..-C.....__.

Roger D. Freeman, M.D.,
Associate Professor,
Director of Services for

Handicapped Children,
Division of Child Psychiatry,

RDF/mft Consultant, F.D.A.
Enclosures

cc.: Dr. Eric Denhoff
-->Dr. Gerald Solomons

Dr. Barbara Fish
Dr. C. James Klett
Dr. Robert Reichler
Dr. Robert Moore
Dr. Reginald Lourie
Dr. Robert Sprague
Dr. Morris Lipton
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Senator KENNEDY. Dr. Solomons ?
Dr. SOLOD/IONS. I can heartily confirm everything that Dr. Freeman

has said. This was one of the most frustrating, embarrassing, and de-
pressing experiences I have ever had in my medical career. I think
that there are one or two things that I could perhaps emphasize, and
that is the discrepancy between the raw data, the summary and what
is published, the fact that this can be dangerous because it does, as has
been said, cause a great deal of publicity and a certain amount of pub-
lic pressure to release the drug which may have been inadequately
evaluated.
I was rather concerned about the long-term evaluation of drugs

with regard—of that particular drug with regard to the children.
Some of the children, the long-term followup, as delineated in their
own protocol, had not been carried out, and this was of great concern
to us.
Senator KENNEDY. Whose interests were really being served here?

Do you think the interests of the drug companies, of the sponsor of
the drug, were weighing more heavily than the public interest, the
people were going to be affected, the children that were going to be
affected by this?
Dr. SoLomoNs. Senator, I would like to be fair about this. I fealize

that when you are in this type of area, you are in a rather emotional
climate, that there are some people who believe that there is a miracle
drug that is going to work. I believe that in cases where the disease or
the entity being treated is life-threatening, that these considerations
should be weighed and perhaps a little bit more flexible.
But in a case like this in which there was, first of all, controversy

about the syndrome existing in scientific circles, and secondly the fact
that long-term evaluation of the drug had not been really delineated
and proved safe, that there was no great rush to get in on the market,
because there were at least two other drugs that had been proved to
some extent and not completely relatively safe, and relatively effica-
cious in certain circumstances.
But the need here to rush it into marketing, if you like, or approval,

to me seemed to serve the interests of the company rather than the
interests of the children.

Senator KENNEDY. Could we review your complete statement, Doc-
tor? It will be in the record, but let us just review those conclusions.
I thought they were extremely useful. I want to thank you for giving
your testimony to us. I read it last night. It is a shocking, shocking
indictment of the practices and procedures. But let us just go through
those conclusions, and we will include your statement in the record
at the conclusion of your testimony.
I would just be interested in whether your colleagues would agree.

Do you want to just read those?
Dr. SOLOMONS. Yes.
My first one was that my 5-month—and I must emphasize this was

a 5-month evaluation with one drug, plus formulation of guidelines—
my 5-month association with the FDA led me to the belief that in
this particular instance—and I emphasize that—the Administration
officials—and I must emphasize that, the lower echelon of reviewing
committee level, we had nothing but praise and commendation for the
diligence of the people concerned 
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Senator KENNEDY. I am glad you mention that, because I think that
is important.
Dr. SoLomoNs. And that the Administration people were not par-

ticularly interested in what we were doing initially, until we started
coming up with what we considered to be negative or critical findings.
We also had the belief that all our deliberations were being conveyed

on to the drug company, because of questions we were asked by com-
pany representatives and consultants at the two meetings we mentioned
before.
We did become, frankly, paranoid that our deliberations were being

given to individuals so that predetermined explanations perhaps could
not be made.
Now this bothered me and the others, because this was not the

climate in which I had been involved. In consultation previously in
medical circles it was my experience that you were there in a com-
bined effort for the good of the children and to make sure that
whatever you were using was at least safe. One of the prime concerns
of treatment, I think, is that it should do no harm.
The administrative officials appeared to have little interest in our

deliberations until some negative findings were uncovered. I think
that goes back to what Dr. Freeman said, that when we first arrived
we were unnoticed.
The professional members of the staff, particularly in the lower

echelon, were exceedingly helpful and competent, but their morale
was low, and they were extremely skeptical of any commitments or
statements made by administrative personnel.
We disbelieved them. We found they were correct, as time went on.

We were aware also of apparent harassment of the Reviewing Medical
Officer.
We also found apropos of that that when we tried to obtain data,

difficulties were put in our way. We could not get it. It was difficult
for us to get a transcript of the meetings that we participated in.
Why? Because there were certain regulations which remained kind
of nebulous. We then put together, as you heard, guidelines for clinical
trials of psychoactive drugs in children and youth. We spent a great
deal of time over this. We think that those guidelines are a good basis
for discussion among professionals in the field for a definitive formula-
tion for procedures and practices in this area.
We were told—as a matter of fact we put these things basically

together in 48 hours. We mulled them over for a period of approx-
imately a month. We wrote them out and submitted them. We were
commended for something that was called superb, that verbally had,
been approved up in the Division level, and that they would be im-
plemented as soon as possible. They wanted to show them to some
other people, which was understandable.
We have never seen those guidelines. We asked if we could publish

them; the answer was no.
At one particular meeting we asked where they were at that par-

ticular time, and not one person in the Administration could tell us
where they were. I have never heard. That was 2 years ago.
May I also say that there was a committee formed by the American

Academy of Pediatrics to come up with similar guidelines, formed
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approximately 2 to 3 years ago, and they too have never come up with
any guidelines.
It is my considered opinion that in this particular instance investi-

gations were inadequate, and I am talking about the Cylert. Crucial
long-term data on safety and efficacy were collected in a haphazard
fashion with some potential risk to the health of the subjects.
As I mentioned before, there might be some mitigation if the

disease entity being studied were fatal or even critical. It is not.
I respectfully suggest that the committee study the guidelines that

we formulated.
I would like to close by quoting from the preface to those guidelines.
"The climate of the times, the demands of the public and the poten-

tial for abuse of psychoactive drugs"—and I must say that there is
abuse of psychoactive drugs by professionals—"necessitate a protective
and objective attitude on the part of the FDA in order to safeguard
the development of children and youth in the United States."
[The prepared statement of Dr. Solomons follows:]
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PREPARED STATEMENT OF GERALD SOLOMONS, M.D., DIRECTOR, CHILD
DEVELOPMENT CLINIC, PROFESSOR OF PEDIATRICS, COLLEGE OF
MEDICINE, UNIVERSITY OF IOWA

I was approached by Dr. Carol Kennedy of the Bureau of Drugs in March or
April, 1972, and asked to consult with the Bureau regarding problems involved in
the evaluation of drugs used in the treatment of symptoms of minimal brain dys-
function. There was concern regarding poorly designed and uncontrolled clinical
trials and the lack of information regarding long term effects of drugs on per-
sonality and the physical growth and development of the child.

A New Drug Application (NDA) under evaluation seemed to illustrate some of
the problems which were encountered by the FDA Reviewing Medical Officer in the
evaluation of clinical drug trials of this type. I was asked to review this
protocol and the forms used in the study and then come to Washington on May 3,
1972 to discuss it with the Reviewing Medical Officer.

I did this and wrote a report dated May 18, 1972, which independently arrived
at similar conclusions of the Reviewing Medical Officer. I found the protocol
lacking in objectivity and definition and no reliable conclusions could be drawn
from the data supplied.

I was asked subsequently to chair a Task Force consisting of Eric Denhoff, M.D.
Professor of Clinical Pediatrics at Brown University, Providence, Rhode Island and
Roger Freeman, M.D., Associate Professor of the Division of Psychiatry of the University
of British Columbia in Vancouver, Canada. Our charge was to formulate guidelines
for clinical trials of psychoactive drugs in children and youth. The Task Force met
in Washington on July 6 and 7, 1972. During that time, with consultation with profess-
ionals in the Bureau of Drugs, we arrived at acceptable guidelines which we refined
over the following month and finally approved and reported on August 4, 1972.

Much of the information to formulate these guidelines Vigge obtained from a review
of thB previous mentioned New Drug Application as well as our own experience in research
in this very complex and subjective area. On July 6, the first day that the Task Force
had ever met, we were asked to meet the following day, July 7, with representatives
and consultants of the drug company which had submitted the aforementioned NDA. To
us, this seemed unusual and we asked for and received an explanation which was rather
nebulous. We were assured that this was purely in order to obtain input from a
drug company with regard to its difficulties in experimental design and general
problem areas. This would help the Task Force to consider all sides of the question.
We agreed to this after learning that another drug company, also in the production of
psychoactive drugs, would be present.

The meeting was held the following day. July 7. We commenced without any member
of the administration staff being present because not one could be obtained. Our
inquiries were shunted from one office to another and it was not until a personal
demand was made that an administrative officer appeared. The drug company repre-
sentatives and consultants of the firm submitting the NDA were highly indignant and
angry because their communication from the Bureau of Drugs indicated that the meeting
was to discuss their proLocol and our evaluation of it. They had received infor-
mation that at least my review and possibly that of the Task Force was critical.
The other drug company had been told that it was to discuss guidelines and they would
not have been present if another firm's NDA was being discussed. The administrative
officer gave a weak explanation for the confusion and apologized for the apparent
mix-up. Despite the protestations and insistence of the drug company for us to discuss
their protocol, we refused and the meeting was adjourned without any meaningful dis-
cussion.
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At the July 7 meeting, the Task Force, after completion of formulation of

the guidelines, was given the charge of evaluating the previously mentioned New

Drug Application for efficacy and safety. The Task Force met on August the 3rd

and 4th, after each member had worked independently in his own locale and agreed
to review the raw data of the New Drug Application. This appeared to cause some

consternation in the Bureau because this was highly unusual; as a matter of fact,

we were told it had not been requested before. After a great deal of discussion
and high level decision, the data were supplied in a small hand truck comprising

approximately one hundred and forty large volumes. rt...,-me Task Force commenced
to review more than half of the raw data on a page by page basis.

It was at this time that I personally began to sense a lack of cooperation
if not obstructionism against the Task Force's evaluation. It appeared that our

deliberations were being relayed to the drug company after confrontation with

administrative officers. Professional personnel who had been involved and enthus-

iastically supported our findings and recommendations were assigned to other

projects. All of a sudden ark-ewt-Feete-€14-s441t-e.Pret•--in our evaluation seemed to

become most important. Our guidelines, we were told, were superb and had been

verbally approved by the head of the division and, hopefully, would be in operation

in the very near future. To this day, I and the Task Force, have heard nothing

more regarding these superb guidelines nor, to our knowledge, have they been

discussed.

We were asked to have another meeting during August 3 and 4. Our deliberations

led us to the conclusion that there were many major deviations from the protocol

and that published reports on part of the study did not correlate well with the raw

data we had examined. We decided to continue our evaluation. The Task Force met

in Washington on September 27, 28, and 29, 1972, working practically throughout each

day documenting in detail what we considered to be deviations, including the prepa-

ration of approximately 90 slides visually illustrating these deficiencies according

to our interpretation. We were asked to meet with representatives and consultants of

the drug company to discuss the protocol and our findings. This, we knew, was highly

unusual and a second attempt for us to justify supposedly our recommendations. We

agreed to do this providing that I was Chairman of the meeting, the Task Force presented

all its data without any interruption in the morning and that the drug company and its

consultants would have an equal time opportunity to rebut our findings in the afternoon.

This was agreed to by the administration and presumably the drug company. There

were many attempts to elicit from us our finding which we refused to do because we had

the feeling that they would be transmitted and prepared explanations could then be pre-

determined. The meeting was scheduled for 10:30 A.M. on September 29, 1972.

At 10:45 P.M. on September 28, the Task Force was working at the home of the

Bureau Medical Reviewing Officer who returned a phone call to one of the administrative

officers. Dr. Freeman and I participated in this phone call on the extension phones in

the house. The administrative officer stated that the procedure for presentation the

following day had been changed. He had been instructed to chair the meeting. That a

new agenda, including an introduction by himself of the history of this situation and

that the reviewing officer would have to re-present her material to which the sponsor

had already objected. This to us appeared to be a complete waste of time and in our

view, an attempt to reduce the amount of time available to us to present our material.

I informed the administrator that the Task Force would not attend the meeting if he
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carried through with this intention. If he agreed to leave things as they were
and then in any way attempted to interfere with our presentation, the Task Force would
walk out. It was then agreed that no interference would take place and that the admin-
istrator be allowed to make a few brief introductory remarks and chair the meeting.

The meeting was held the following day. There was no interruption of our presen-
tation. In the afternoon there was some non-specific discussion and the representative
of the drug company stated that it would not be possible to make an adequate response
until many of the specific points had been gone into and that another session at a
future time could be arranged.

Dr. Freeman was told by one of the higher echelon administrative officers in the
Bureau, who attended the session, that thi5ne of the most effective presentations he
had ever seen, that it was certainly one of the most intensive investigations and that
it was superb. He asked if we would "replay the presentation" for the Commissioner.
These remarks Dr. Freeman conveyed to the other two members of the Task Force in a
written communication.

Despite the above commendations, I received notification on March 19, 1973, that
a non-approvable letter regarding the drug had been sent to the company and that as
they protested some parts of our statement, a panel had been selected by the Neuro-
pharmacology Advisory Committee for review of the application.

In conclusion, may I delineate my concerns.

1. My five month association with the FDA led me to the belief that, in this particular
instance, the administration officials did not seem to be particularly diligent in
determining deficiencies in the New Drug Application.

2. We had the belief that all our deliberations were being conveyed to the drug company
because of questions we were asked by company representatives and consultants.

3. The administrative officials appeared to have little interest, in our deliberations
until some negative findings were uncovered.

4. The professional members of the staff, particularly in the lower echelon, were
exceedingly helpful and competent but their morale was low and they were extremely
skeptical of any commitments or statements made by administrative personnel. This, we
found to be perfectly true over a period of time. We were aware also of apparent

harassment of the Reviewing Medical Officer.

5. Administrative personnel appeared extremely reluctant to be involved in any con-

frontation with the drug company representatives and, indeed, we had almost to drag

bodily an administrator to be present at our initial meeting with the company.

My further concerns are spelled out succinctly in the Task Force Report on the

"Formulation of Guidelines for Clinical Trials of Psychoactive Drugs in Children and

Youth" and the Task Force evaluation of the New Drug Application.

It is my considered opinion that in this particular instance, investigations were

inadequate. Crucial long-term data on safety and efficacy were collected in a haphazard

fashion with some potential risk to the health of the subjects. There might be some

mitigation if the disease entity being studied were fatal or even critical. However,
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the syndrome under review is not life threatening and there are other medications
available that are equally, if not more, effective.

I respectfully suggest that the Committee study the guidelines formulated by this

Task Force. I would like to close by quoting from the preface of those guidelines.

"The climate of the times, the demands of the public and the potential for abuse

of psycho-active drugs necessitate a prOjeCtive and objective attitude on the part of

the FDA in order to safeguard the development of children and youth in the United States."

Gerald Solomons, M.D.
Director, Child Development Clinic
Professor of Pediatrics, College of Medicine,
University of Iowa

42-665 0 - 75 - pt.
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Senator KENNEDY. Dr. Apter ?
Dr. AFTER. I Will just abbreviate my testimony and make addi-

tional comments.
I am a member of the FDA Cardiovascular Renal Disorders

Advisory Cominittee and I am to serve from July 1972 to July 1976.
So that I have already testified for 2 years. But, besides serving on

that committee, I have been a consultant on the drug side that you
have just heard discussed and also on hexobendine that you have
heard discussed this morning.
I accepted the position only because I feel that the FDA protects

the consumer but because I feel the FDA protects physicians as well.
The way in which consumers are protected is not only because they

have drugs that are unsafe, kept out of the market, I thought, but also
because drugs that would be tested for efficacy and that would pro-
tect the consumer or patient from being treated with a drug that
would not be appropriate for the disease that they had and therefore
would be exposing them to additional danger.
At the first two meetings that I attended on September 8 and No-

vember 29, 1972, my ideas about testing effectiveness and safety of
drugs for particular uses were presented.
The guidelines we developed strengthened my pre-employment im-

pressions of the functions of the FDA.
Before our third meeting on February 14, 1973, I had been called

on by two of the medical officers of the FDA to help with Cylert and
hexobendine.
Let me say with respect to the Cylert investigation and meeting that

I attended on November 29, I thought that the presentation by Drs.
Fuller and Solomons were exactly what I needed to help me decide
upon the efficacy of the study, the way in which the study had deviated
from protocol and safety.
Then when the ad hoc committee was formed to be convened in

Chicago where I worked, I also, however, was isolated.
I did speak to Dr. Freeman who was the chairman of the ad hoc

committee asking him why he had approved the drug and I got—
that is approving said use in hyperactive children, and I was told,
well, Harvard is a good place and Dr. Eisenberg, who is the investi-
gafor in that investigation was a good person.
I feel I was beginning to get the feeling from the investigation in

Cylert, that not only were the drugs being presented to the public
so that the consumer was getting additional curiosity about its pos-
sibility, a way of managing a particular disease, but the physicians
were getting information that was not reliable.
It was not being reviewed by the FDA, it was not being super-

vised and, indeed, in the case of Cylert it was actually misrepresent-
ing the data.
So these experiences convinced me that supervision of the investi-

gations conducted by drug companies really has to be put into the law,
it has to be enforced and the investigations have to be according to pre-
written protocols.
The supervision, I feel, would prevent the use of new drugs for

clinical use before it would be approved by the FDA and I feel it
would result in a more reliable investigation, but most importantly,
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it would prevent risk to patients that would be used in impractically
conducted trials.
How can a physician tell a patient what kind of a risk they might

be exposed to if they were used in this trial, unless the physician
knows what those risks are and hopes to find out by testing the drug
adequately in animals, at least.
I also am opposed to our looking to Europe for leadership in the

use of drugs.
For example, Cylert and hexobendine both have been used in Europe

and were not considered by us to be adequate, especially hexobendine.
It was allegedly effective for some cardiovascular diseases in Eu-

rope, but here it was proven to be ineffective.
Besides that, European standards for establishing safety are much

more stringent than the FDA.
Senator KENNEDY. You think there is a drug lag?
Dr. AFTER. I do not believe that there is a lag between the time

that a drug is considered possibly effective and the time that it is
actually put to clinical use. I am not sure that the lag is even long
enough.
I do not think that we need many of the drugs that the Europeans

are using. If you mean by drug lag, that the lag is longer than it ought
to be, I have to say absolutely not. There is, of course, a lag.
There has to be a lag between the time that you decide that a drug

might be useful and the time you put it to use because you have to test
it for safety in animals and test it for efficacy, and then test it for
efficacy in patients that are given truly informed—that give their
truly informed consent.
One of the meetings of our committee took place, that is the Febru-

ary 14, 15 meeting, took place in the Oxford Room of the St. Francis
Hotel in San Francisco.
I attended that meeting with great personal sacrifice because I was

going to be giving my report on the ocular toxicity of hexobendine.
Yet, when I arrived I found no transcript was going to be kept and

then because I asked for a transcript, the meeting was canceled by
the executive secretary.
I had asked for that transcript in compliance with Public Law 92-

463, a copy of which I happened to have at the meeting.
I was very disappointed to see that both the chairman and the execu-

tive secretary, besides making me feel very uncomfortable at the time
of the meeting, because of asking for the transcript, we had always
had transcripts, and for some reason in this case this was considered
reprehensible.
Not only did they make me feel uncomfortable in the meeting, but

they also put in the minutes that the meeting had been cancelled as a
result of an atmosphere that developed because of my asking for the
official minutes.
So this convinced me that maybe FDA staff employees must be

kept up-to-date concerning FDA related legislation and must act in
compliance with it. I certainly think that advisors who insist on com-
pliance with laws should be treated courteously.
It did make me think as did Dr. Freeman, that some inexorable

forces were operating to keep those of us who want openness and full
records to be kept, to not have our say.
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It reminded me of the fact that although I started my service forthe FDA thinking that we were going to be running protocols and pro-tecting the public, Dr. Warren, the chairman of my committee, askedme to have a cocktail with him the night before our first meeting, andspent the time, while I was drinking ginger ale, I guess, telling me thatthey were having a lot of trouble with FDA people, not the higheradministrators, but the lower people which I now must assume to meanthe medical officers.
I, on the other hand, found the medical officers that I have workedwith exceedingly responsible and their ideas in ways of handling re-search and investigation into the effectiveness of drugs precisely likemy own.
The meeting of April 13, 1973, was special, that was devoted to thestudy of the consideration of propanolol in the treatment of anginapectoris.
Before the meeting I received about 700 pages of reprints and manu-scripts concerning propanolol for this use.
It was supplied to me by Ayerst Corp., which is a drug company.I read all, though all of the material, and immediately I was ex-tremely curious and especially read the 33 reprints that had beenlabeled by Ayerst as "controlled studies."
Later, I was assigned especially to reprints 1 through 12 of thegroup of 33.
I found that although I had been asked to state about these papers:"Does the study qualify as adequate and well controlled ?""What efficacy in angina pectoris is demonstrated ?""Is there concern for safety?"
I found that none of them qualified as adequate or well controlled,and they did not demonstrate angina.
And there was concern for safety, since some of the patients withangina were made much worse with propanolol in that their with-drawal symptoms were worse, even fatal.
This tendency of propanolol has apparently been noticed pre-vious to my having brought it to the attention of the advisory com-mittee, and that there is a warning in the package insert, that says itshould be withdrawn gradually and then it says it should be with-drawn gradually over a period of 2 weeks.
But I know of no evidence that supports that that would protectthe patients any more than sudden withdrawal would if those patientsare having an adverse reaction to withdrawal.
And in any case, if you have a drug that is recognized as havingwithdrawal symptoms, you must be very careful how you do thestatistical analysis of any data that would be comparing patients whoare on placebo worse because they have been taken off of the drug orare patients on placebo worse than those on the drug simply becausethe drug does make them better?
That would have to be established and not a single one of the 700pages addressed itself to that particular point.
Indeed, there were many of the reprints that said specifically thatthe patients were made much worse after they were withdrawn fromthe propanolol.
This experience convinced me and I get more and more convincedthat raw data from new drug applications has to be available to usscientific advisors if we are to evaluate the drugs properly.
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It drew my attention again to the fact that investigators were
exposing hundreds of patients to risks associated with a drug, even
though dangers of such exposure was specifically pointed out in the
literature.
How could there have been hundreds of reprints in which 20 to 30

patients at a time were being given propanolol for angina pectoris
without some supervision, without some guidance by the FDA.
And this--
Senator KENNEDY. The doctors feel that they ought to be able to do

whatever they like.
They know the best how to proceed and they do not want somebody

in FDA to tell them how to practice medicine.
Dr. AFTER. On the other hand, the International Institute of

Health has done trials up to this date and finds that supervision is
absolutely essential.

First, the studies have to be prospected.
There has to be protocol that is detailed and approved by the group

that will be involved and all of the people involved have to accept
that protocol and agree to a by-product, and all records must be
written and no opinions after the fact can be considered, otherwise
it then becomes a retrospective study which cannot be accepted in
support of the use of any kind of a drug or in treatment.
So that while there may be physicians who feel this way, I think we

ought to find out whether those physicians have had—how much
experience and training they have had in statistics because I know of
no statistician that would say that that would be an adequate way to
investigate a new drug or new use for a drug.
It was this kind of experience that convinced me that the position

of a lone statistician on a committee is not as effective as it ought to be.
I was the only statistician in my advisory committee.
There were often other statisticians present during the time that

we were reviewing drugs, but they were not voting members of the
committee.
I would have liked to have seen and still would like to see more

statisticians. I would like to see more people who are scientists and
not themselves involved in giving these drugs to patients.
I would like to see more people who are not close personal friends of

the people who are serving as investigators for the drug companies,
to be on the advisory committees and I cannot stress too strongly that
I think that publications of investigations should be withheld until
FDA review to prevent widespread use of the drug and then the FDA
would have to curtail or supervise it more widely.
In the case of propanolol, we see so many physicians were using

the drug for angina on the basis of these unsupervised publications
that the FDA felt it had to control that use. And we were told that
that was our job.
We had to say, should we change the package insert should we—

and insert some specific guidelines to physicians so that they will not
misuse the drug ?
We would certainly not be recommending it for use in angina, that

was said over and over again during the meeting, or we could say
that we were not going to change the packaging service, or we could
say that we would change the packaging and recommend.
We all voted against the recommendation in any form.
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I voted not to change the packaging insert since on the basis of acareful review several years before propanolol had been ruled out,had been disproved for use in angina. I saw no information to supporta change in that point of view.
It looked as though the physicians were using it and they wereputting pressure on the FDA or maybe the detail men were advisingthe physicians to use it and therefore, they were putting pressure onthe FDA.
I heard no contrary statements to this evaluation of mine at thetime.
On May S, 1973, I attended a meeting of the FDA OphthalmicDrug Advisory Committee to report on m.y evaluation of hexobendineand its apparent tendency to induce cataracts in humans as in dogs.I recommended the use in a trial and I submitted a written report.
It has never been checked to me as having been included in any otherreports on hexobendine.
I asked that they, the patients, since they had already been examinedtwice, double-blindly, and reportedly had a high incidence of possiblydrug-related, cataracts, according to the doctor who examined them,

that a further study was needed.
Two advisors of that committee expressed opinions similar to mine

and I decided maybe voting is not the best way to reach evaluation ofthe drug.
Senator KENNEDY. Was your advisory committee misrepresented
Dr. APTER. With respect to propanolol, since we have gone specifi-

cally on record as not recommending the propanolol for angina, and
yesterday I saw a letter signed by Dr. Crout and dated September 4,
1973, and sent to Ayerst, saying that the advisory committee had
recommended the drug for angina.

Senator KENNEDY. That is misrepresenting your conclusion
Dr. AFTER. It misrepresented the advisory committee's decision, yes.

I feel that the FDA could recommend it if they wanted to dispute what
our advice is, but I do not think that they should say that the advisory
committee has recommended it when we have specifically not.

Well, this experience also convinced me that industry-supported
investigators be selected so that they have adequate time to examine
patients because it so happened that Dr. Emery, who had an ophthal-
mologist, whom I would have trusted, and who reported this high inci-
dence of possibly drug-related cataracts on a double-blind study on
them, in this meeting, said that he had been busy and tired at the time
that he had made those notations on the original record, and therefore
they should not be trusted and if that is so, then the investigators
should have adequate time to examine patients thoroughly before
reporting their evaluations and they should be held accountable for the
records that they keep.
We found this was needed in Cyclert as well as hexobendine. .
At the meeting of September 20 and 21, in Washington we discussed

the atropen and there we were asked to—well, the committee did vote
to approve the action of further clinical trials, although when I raised
the question of safety of the atropen, it was decided, well, we already
knew it was safe because according to the company's sponsoring it,
millions had been sold in Europe.

I. do not and still do not feel that that is adequate protof of safety.
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I would like to see FDA officials insist on their own that there be
more evidence for safety rather than testimonials for safety.
.0n November 30, I received a letter asking me whether I would be

willing to participate in the IND and NDA's by the staff, even though
that would mean that I must have a lockable file cabinet in my office and
must not reveal any trade secrets.
I can tell you what I think the purpose of our advisory committee,

that was to be the subject of one of the subsequent advisory meetings,
but somehow the time of that meeting kept getting changed and
finally fell on a date which I had already said would be impossible for
me to make.
So I missed the next three meetings for one reason, often because

the dates were changed so many times that rescheduling of my affairs
was impossible.
On June 20, 1974, I attended a meeting to discuss dilatin for cardiac

arrythmias. That is irregular heartbeat.
. Park & Davis presented its support for this use, bringing in three of
its investigators and some of them revealed their approval of the drug
to Park & Davis by making a sign, acknowledged friendship, by similar
signs, and revealed their own use of the drug for this nonapproved
purpose.
We were told at that meeting by an FDA official, and I found out

yesterday it was Dr. Carmen Rosenstein, that the material that was
sent to us by the drug company was confidential. We must not reveal it
to anybody.
I said, but, that is all published. I wonder what there would be about

that that we could not reveal? I really mean your opinions of the
published work should not be revealed.
Yet this was even contradictory to our April 13 meeting, when

Dr. Belton told us at the end of the meeting, when we had just reviewed
propanolot, that he thought we would be getting some votes from the
pink sheet and what should he tell the pink sheet?
So I think that whatever decisions are made about our behavior and

our understanding. our opinions of this published work should be
consistent. We should know exactly what we are supposed to do and I
am sure we are going to do it.
But, you see, if some people are• going to talk and some people are

not, then I think the meeting should be open at all times. Certainly

friends of investigators or users themselves should be excluded as
advisers, and I think we ought, in order to prevent unsupervised use
of drugs for nonapproved uses, that preapproval publication must be
prohibited.
You have to get approval for publication of the results of any

investigations on drugs for nonapproved uses.
Unless we can tell patients that they should ask their physicians

before they get a drug, what are you protecting me from, how care-

fully have you read the data?
One of the things that happened at lunchtime, there were offiicals

of Park & Davis who motioned to me to come over and sit with them

at lunch and they said to me, I hear this is your last meeting, your

last—the last time you will be meeting with this advisory committee.

I took that as something of a threat since it was not at all true, as far

as I knew.
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Again, we found that Park & Davis misrepresented some of theirdata by saying that when they had tested dilatin for efficacy in altering
atrio-ventricular conduction, they said they had done it in sick patients
and actually the work had been done on healthy volunteer prisoners
and the mechanism of producing changes in this time were not relevantto what was happening to sick people.
Each year of my service I have filled out a conflict of interest form

revealing that I have no interest in drug companies, and no other
attachment that would prevent me from participating as a scientist.
. I have .no personal contact with physicians who perform these
investigations and that is largely because I am a woman and that,
these contacts therefore could not prevent me from being openly criti-
cal if I thought it was necessary.
In fact, I do think that it is important that we have people on

these advisory committees who are self-assured enough so that they
do not necessarily fall within the in-group. We should be able to take
some disapproval of our colleagues and say what is on our minds. One
of the reasons that I have been able to do this is that I know that I am
out of that group anyway.
On the times that we have meetings two days in a row, we naturally

stay over for dinner and I do not get invited to dinner, although it
looks to me as though all the other people do have dinner together.
I have—I also do not use drugs for nonapproved uses. I also take

it that FDA needed my best scientific judgment on experimental data
presented to me. I cannot review data or studies for legalities, but I
do my best to review all material as an open-minded conscientious
scientist. As such, I have no objection to open transcripts at our meet-
ings and the meetings themselves being open to public attendance.
My experience thus far forces me to conclude that it would be

advisable for a patient to ask his or her physician if a drug or drug
delivering device that was being prescribed was approved by the FDA_
and even if approved, if the physician has carefully reviewed all
evidence for safety and efficacy personally.
I feel that there has been some pressure put on me, some uncom-

fortableness because I often have opinions that are not exactly what
the FDA might have liked, although I feel that I have been influ-
ential with the other members of my committee by presenting data
that they could not refute.
However, when we have had meetings, and they have needed an

added chairman, and I have been the senior member of the committee
present, I was not made the chairman for that particular meeting.
Senator KENNEDY. Thank you very much, Doctor.
You worked on Cyclert, hexobendine and dilatin ; you heard the

testimony that we heard this morning on those drugs. Has that been
consistent with your knowledge of the facts?
Dr. AFTER. Yes, entirely consistent.
Senator KENNEDY. I think one of the obvious conclusions that you

draw listening to your experience, is that we find medical officers being
harassed, being transferred, their reports distorted, altered, changed,
cut-off from files, and then we find that the advisory committee which
the FDA is relying upon, has almost the same kind of problems as
the medical officer reviewing scientific studies.
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It appears that the one underlying theme of this is that it only
happens when the decisions are being made adversely to the drug
companies. I think it is a shocking discovery for all of us.
Doctor?
Dr. FREEMAN. Could I make one additional brief comment?
I know physicians are not supposed to try to analyze situations

where they have not seen patients.
However, I have seen enough of the situation to wonder whether

part of the complaint of the drug industry is not justified in the sense
that when you have a system that operates like this, there is going
to be a great deal of insufficiency and procrastination and the decision-
making process could be changed, the drug company or the investi-
gators would know in a more rapid or forthright fashion whether, in
fact, they had to go back and do more work, or whether they did not.
I think the present system allows for a great deal of uncertainty,

even on their part, as to whether they can get by by exerting pressure
or whether they will not. I think the question of the drug lag which
you raised could be modified if the situation were tightened up.

Additionally, the harassment, the unpleasantness that you have
heard leads people into polarized positions so that both the medical
officers and some of us, for example, are put in positions where we
end up doing or saying things that may look too passionate, too
emotional, and then can be discounted by the people concerned. That
is also part of this system. Thank you.

Senator KENNEDY. We are going to review this whole procedure in
these next weeks and months. This testimony has been enormously
helpful and valuable to us, and I want to thank you for your fine and
candid statements.

Yes, Doctor?
Dr. APTER. I want to take Dr. Freeman's position one step further.
I think if we had carefully written protocols and carefully anno-

tated investigative procedures set up from the very beginning, that
would greatly shorten this so-called lag.
A lot of this lag is because the experiments are done poorly in

the beginning.
[The prepared statement of Dr. Apter follows:]
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Senator Kennedy, and members of the Senate Subcommittee on Health, I am Julia Apter

appearing upon your subpoena. I wish to summarize my service for the Food and Drug

Administration (FDA), my understanding of the role I have played in that service.

and my understanding of the role that would be proper for me as a science advisor.

I was appointed a member of the FDA Cardiovascular and Renal Disorders Advisory

Committee to serve from July. 1972 to July 1976. I accepted the position since I

was under the impression that the FDA protects consumers by preventing the release

to the market of drugs that might be harmful to them either because of innate tox-

icity or because they might be used to heal particular diseases they were not

effective for. I was also under the impression that the FDA protects the interests

of physicians by supplying them with reliable and complete information about the

safety and efficacy of drugs and by preventing physicians from using such drugs

inappropriately.

At the first two committee meetings I attended, on September 8 and November 29, 1972,

the Committee helped write guidelines for protocols for testing effectiveness and

safety of drugs for particular clinical uses. The guidelines we developed strength-

ened my pre-employment impressions of the functions of the FDA.

By the time of our third meeting on February 14. 1973, I had responded to invitations

from two medical officers of the FDA to help other Advisory Committees by reviewing

LID data oncylert and hexobendine. I found the investigations on those two drugs

had deviated from protocols for testing safety and efficacy. What is more, the

investigators had published their findings either as though they had followed proto-

cols or as though the FDA had approved their studies; with a drug-company-employed

psychologist, not licensed to practice medicine, even recommending drugs publicly

for clinical use. These experiences convinced me that supervision of investigations
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conducted by drug companies is needed to enforce adherence to protocols throughout

the investigations and to prevent publication before FDA review of the results. Such

supervision would: 1) prevent use of investigative new drugs for clinical use before

FDA approval; 2) result in more reliable evaluation at the end of investigation; and,

most importantly, 3) would prevent risks to patients in improperly conducted clinical

trials. These dangers were not averted in the case of these two drugs partly because

European studies had been assumed adequate support for clinical use. My studies on

cylert and hexobendine convinced me that the USA must conduct its own studies of

efficacy and safety before releasing drugs for use by USA citizens since hexobendine.

although allegedly effective for some cardiovascular diseases in Europe, proved

ineffective here and because European standards for establishing safety are much

less stringent than the FDA currently requires. Hexobendine, for example, was used

on humans in Europe after tests on only three dogs.

At the meeting on February 14 and 15, 1973, in the Oxford Room of the St. Francis

Hotel in San Francisco, though I attended at great personal sacrifice endured only

because I was assigned to give my report on the ocular toxicity of hexobendine, the

meeting was treated casually in that no transcript was kept and then was cancelled

because I insisted on a transcript in compliance with PL 92-463. The Chairman and

the Executive Secretary made me feel that they considered my position reprehensible

although other advisors did not object. This experience convinced me that all FDA

staff employees must be kept up-to-date concerning FDA-related legislation and must

act in compliance with it. What is more, advisors who insist on compliance with

laws should be treated courteously.

In preparation for the meeting of April 13, 1973, I received about 700 pages of

reprints and manuscripts concerning propanolol in the treatment of angina pectoris

from Ayerst Corporation, the drug company promoting this use. Thirty-three reprints

had been labeled by Ayerst as "controlled studies"; I reviewed these immediately.



2894

3

Later I was assigned reprints 1 - 12 of the group of 33 for my particular review at

the coming meeting. All but one of the 33 were from the published literature. My

assignment was to consider 1) Does the study qualify as adequate and well controlled?

2) What efficacy in angina pectoris is demonstrated? 3) Is there concern for safety?

I have already testified publically before the Intergovernmental Relations Subcommittee

of the House Committee on Government Operations that I found none of those studies

qualified as adequate and well-controlled for showing efficacy in angina pectoris and

many gave Me concern for safety since some patients with angina pectoris were clearly

made much worse by propanolol in that their withdrawal symptoms were very severe,

even fatal. This experience convinced me that raw data from actual investigative new

drug and new drug application investigation must be available to advisors if they

are to evaluate drugs properly. It also drew my attention to the fact that investi-

gators were exposing hundreds of patients to risks associated with a drug even

though dangers of such exposure was specifically pointed out in the published liter-

ature. Therefore there must be tighter controls on such use of drugs in clinical

trials by non-supervised investigations of all kinds. It also convinced me that

there should be more than one statistician on every advisory committee and more than

one person not using the drug for non-approved uses and knowledgeable about clinical

and laboratory investigative procedures. I also feel that the FDA officials ought

to keep everyone involved alerted to the difference between testimonial presentation

and actual data presentation. And I cannot stress too strongly that I feel that

publication of investigations should be withheld until FDA review in order to

prevent widespread use of a drug which the FDA would then have to curtail or super-

vise even more widely.

On May 8, 1973 I attended a meeting of the FDA Ophthalmic Drug Advisory Committee

to report on my evaluation of hexobendine and its apparent tendency to induce

cataracts in humans, as in dogs. I recommended a need for further follow-up of
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the patients used in the clinical trial since patients already examined twice

(double-blindly) were reportedly having a high incidence of "possibly drug related

cataracts". Two advisors of that committee expressed opinions similar to mine.

This experience convinced me that "voting" in a group is not the best way to reach

the most valid evaluation of a drug unless the advisory group has at least two

statisticians and two scientists knowledgeable in the basics of scientific investi-

gation and tfiat no members be physicians using drugs for non-approved uses. The

experience also convinced me that industry supported investigators be selected so

that they have adequate time to examine patients thoroughly before recording their

evaluations and that they be held accountable for the records that they keep, since

the physician who found the cataracts said his findings were unreliable because he

had been tired and busy when he made the examinations.

At the meeting of September 20 and 21st in Washington we discussed the atropen

which would automatically inject atropine into patients having signs of impending

coronary occlusion. The discussion made in closed session convinced me that the

FDA medical officers should be permitted to contribute more actively to the advisory

committee meetings and that the FDA should continually remind the advisors that

drugs or instruments not yet proved safe in experimental conditions should not be

released for clinical trials. This meeting and others made it clear to me that the

FDA was not strictly enforcing the regulation that drugs must be either proved safe

in animals or the range of safety must be established in animals before it can be

released for any kind of clinical trial. This is essential if only to make it

possible to give an honest evaluation of risk to the patient acquiescing to be used

in a clinical trial.

On November 30th I received a latter asking me whether I'd be willing to participate

in the reviewofIND's and NDA's by the FDA staff even though that would mean that
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I must have a lockable file cabinet in my office and must not reveal any trade

secrets. I acquiesced readily but have never been used for that purpose. I missed

the meetings of December 6, 1973, February 28, 1974 and April 19. 1974. often because

the dates were changed so many times that rescheduling of my affairs was impossible.

On June 20, 1974 I attended a meeting to discuss dilantin for cardiac arrythmias.

Parke and Davis presented its support for this use bringing three of its investigators.

I noticed some advisors 1) Revealing their approval of the drug to Parke and Davis, -

2) Acknowledging friendship for the investigators and 3) Revealing their awn use of

the drug for this non-approved purpose. Yet we were told by an FDA official not to

reveal our opinions even of published work on this drug. This experience convinced

me that all meetings should be opened at all times; that friends of investigators or

users themselves should be excluded as advisors and, in order to prevent unsupervised

use of drugs for non-approved uses, that preapproval publication must be prohibited.

It also convinced me that drug companies must be closely supervised for accuracy of

reprints since Parke and Davis told us that they had tested dilantin for efficacy

in altering atrio-ventricular conduction time in sick patients when the studies had

really been done on healthy volunteer prisoners.

Each year of my service I have filled out a conflict of interest form revealing that

I have no interest in drug companies and no other attachments that would prevent me

from participating as a scientist. I have no personal contacts with physicians who

perform these investigations that would prevent me from being openly critical if

I thought it was necessary. I do not use drugs for non-approved purposes.

I have always taken for granted that the FDA most needed my best scientific judgement

and my most conscientious review of clinical and experimental data presented to me.

I cannot review data or studies for legalities, but I do my best to review all material
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as an open-minded, conscientious scientist. As such, I have no objection to making

transcripts of our meetings and the meetings, themselves, open to public perusal.

My experience thus far forces me to conclude that it would be advisable for each

patient to ask his or her physician if a drug or drug-delivering device being

prescribed was approved by the FDA and if the physician has carefully reviewed the

evidence for safety and efficacy personnally.

42-665 0 - 75 - pt. 7 - 6
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Senator KENNEDY. I wish to thank all who participated today. The
subcommittee stands in recess until tomorrow morning.
[Whereupon, at 1:38 p.m., the subcommittee was recessed, to re-

convene at 10 a.m., Friday, August 16, 1974.]



EXAMINATION OF THE PHARMACEUTICAL INDUSTRY,
1973-74

FRIDAY, AUGUST 16, 1974

U.S. SENATE,
SUBCOMMITTEE ON HEALTH OF THE

COMMITTEE ON LABOR AND PUBLIC WELFARE,
AND THE SUBCOMMITTEE ON ADMINISTRATIVE PRACTICE

AND PROCEDURE OF THE COMMI1TEE ON THE JUDICIARY,
Washington, D .0 .

The subcommittees met, pursuant to recess, at 10:10 a.m., in room
4232, Dirksen Senate Office Building, Senator Edward M. Kennedy
(chairman of the subcommittees) , presiding.
Present: Senators Kennedy, Nelson, and Thurmond.

OPENING STATEMENT OF SENATOR KENNEDY

Senator KENNEDY. The subcommittees will come to order. Yester-
day these subcommittees received startling, alarming testimony from
14 health professionals, all of whom are deeply concerned that the
Food and Drug Administration is not fulfilling its extraordinarily
important mission of assuring the safety and effectiveness of our Na-
tion's drug supply.
Ten of these witnesses are current employees of the FDA. One has

only recently left to join the Social Security Administration. All
eleven told the same dramatic story:
That their recommendations to approve new drugs have never been questioned,

but their recommendations to disapprove drugs were almost always questioned.

That their efforts to disapprove drugs resulted in repeated harassment from

FDA officials—that files were altered and modified.
That industry pressure apparently influenced the drug review process.

That they were all, at one time or another, removed from the review process

after recommending disapproval.
That they were all transferred out of their divisions, pursuant to efforts

to get specific drugs disapproved.

We heard that the Cardio-Pulmonary-Renal Division was reorga-
nized; several of its members were transferred—usually outside their
expertise.
A psychiatrist was ordered to review soft contact lenses. A surgeon

was removed from the surgical division to review radiopaque dyes a
cardiologist was removed from the review of heart drugs.
The testimony of all these witnesses was strikingly similar and very

disheartening.
The thrust of their testimony was corroborated by the second panel

of witnesses—three outside, university-based distinguished FDA Ad-

( 2899 )



2900

visory group members. They too told of harassment, official misrepre-
sentation of advisory committee actions, and the difficulty of getting
drugs disapproved.

These are very serious charges. They were made in sworn testi-
mony. They cast grave doubts on the ability of the FDA to perform
its crucial regulatory activities. They depict a closed system of drugreview, with little or no public accountability or input.
These subcommittees intend to investigate these charges. We intend

to open up the system to the light of public scrutiny. We are hopeful
that today, Commissioner Schmidt will respond to what we have heard.
We have no intention to stifle drug research in the United States.

No one wants to see breakthroughs in cancer chemotherapy more than
I do. But we also have no intention of letting the public health and
safety be put at risk; we have no intention of having a system where
dedicated civil servants are harassed by their superiors; we have no
intention of allowing distinguished outside consultants to be dis-
couraged from further public service because of shoddy treatment.
I believe this country can remain preeminent in drug research and

protect the health and safety of the American people. I believe we can
attract top health professionals to Government and encourage them
in their efforts. I believe we can open up the processes of the FDA—
and I believe we will.
Today we will not only get a response to the charges of yesterday.

but will also focus on the question of whether there is a drug lag in
the United States.
I recently wrote 20 major drug companies and asked them to list

drug products they sold overseas but not in the United States. Eighteen
companies responded and listed a total of 336 drug products. I am
asking the FDA to study the list and let us know how many of these
drugs have counterparts in this country and how many represent sig-
nificant advances over what is available here.
Twelve of these companies responded, in addition, that they felt

this country has a significant drug lag. Three companies said they were
not sure, and one said that there is no lag.
We will look closely at this question in the months ahead.
[The information referred to and subsequently supplied for the rec-

ord, follows:]
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THE FOOD AND DRUG ADMINISTRATION

ANALYSIS OF LIST OF 336 DRUGS

TABLE 1

Attached is the list, as submitted by Senator Kennedy, of drugs specified
by 16 firms as marketed abroad and not in the United States. This list
is the basis for Table 2; the numbers beside each drug refer to the corre-
sponding columns of Table 2 and indicate the manner in which the drug was
characterized by FDA.

Many of the trade names provided are foreign ones and/or were misspelled.
This created problems in identification, and therefore certain assumptions
had to be made. Where drugs could not be identified from the trade name
provided, the spelling or other nomenclature which provided the basis for
characterization are specified.

Characterizations were based on information generally available, and it is
acknowledged that some may possibly be in error (this is especially likely

with discontinuations of drugs (114), so that the figures presented here and

in Table 2, Column 4 should be considered minimal). Nevertheless, this
represents a serious effort to provide information as accurate and useful
as possible from the limited sometimes confusing, data provided, and using

the information sources that are available to any who may desire to conduct
similar investigations. It is also acknowledoed that firms may have had

in mind new (unapproved) uses or different formulations for the U.S., but
this information was not provided. The headings and footnotes of Table 2
indicate the basis for treatment of the data.
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Senator KENNEDY. Senator Thurmond?
Senator THURMOND. Thank you very much, Mr. Chairman. I think

it is indeed fortunate today that we are able to llear the views of
Mr. Joseph Stetler, the president of the Pharmaceutical Manufacturers
Association, and Dr. Sarett, and Dr. Weiner, as they pertain to the very
important question of research and development in the pharmaceutical
industry.

Surely this industry is one that America wants to succeed in its
efforts, to give mankind better health and longer and more productive
lives.

It is vital to America's welfare that drug research be encouraged and
expanded. Dr. Sarett and Dr. Weiner are distinguished scientists in
their highly technical fields and their views I am certain will be of
()Teat value to these subcommittees and Senate as a whole.
I suspect that most Members of Congress and the American people

generally do not fully appreciate the important role that this industry
has played in fighting and overcoming so many fatal and debilitating
diseases. Nevertheless, I am well aware that the battle against disease
is far from won. In this regard I feel it is most essential that Congress
do what it can to promote scientific breakthroughs in this field, that
can mean better and longer lives for all Americans.

It is a pleasure for me, Mr. Stetler, to welcome you and your general
counsel, Mr. Bruce Brennan, for your reputations are well known on
Capitol Hill. We are interested in the health of the American people.
That is our goal. I am sure it is the goal of the Members of the Senate,
to get the truth, and to do what we can to promote the health and wel-
fare of mankind. We are glad to have you gentlemen here.

Senator KENNEDY. Senator Nelson?
Senator NELSON. I do not have anything now.
Senator KENNEDY. We want to welcome Mr. Stetler, who is an old

friend of this committee and who has been helpful to us in times past.
We welcome you back to the committee this morning.
You are accompanied by Dr. Sarett, president of Merck, Sharp &

Dohme Research Laboratories and Murray Weiner, who is vice presi-
dent of Merrell National Laboratories.
We are looking forward to their testimony. I think all of us look

forward to the witnesses. Dr. Sarett of course is universally respected
and acclaimed for the extraordinary contributions he has made in a
wide variety of different areas. I think all of us, the American people,
benefited from the research that has been done in the development of
these projects that have been made. We look forward to your comments.

Senator THURMOND. Mr. Chairman, may I say that we are marking
up the Defense Appropriations bill this morning, and if you will be
kind enough to excuse me after a little bit, I will have to go over there.
I want you to know my deep interest in these hearings and I shall be in
touch with you and I shall read the record and cooperate in every way
I can.

Senator KENNEDY. Mr. Stetler.
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STATEMENT OF C. JOSEPH STETLER, PRESIDENT, PHARMACEUTI-
CAL MANUFACTURERS ASSOCIATION, ACCOMPANIED BY LEWIS
H. SARETT, PH. D., PRESIDENT, MERCK, SHARP & DOHME RE-
SEARCH LABORATORIES; MURRAY WEINER, M.D., VICE PRESI-
DENT, MERRELL NATIONAL LABORATORIES; AND BRUCE J.
BRENNAN, VICE PRESIDENT AND GENERAL COUNSEL, PHARMA-
CEUTICAL MANUFACTURERS ASSOCIATION

Mr. STETLER. Mr. Chairman and members of the committee. We are
here this morning in response to your request for the pharamaceutical
industry's views concerning the status of drug innovation and approval
in this country and possible ways of bettering the present system.
The subject is not new and yet despite the attention paid to it and

recent improvements in procedures and performance within the FDA,
a problem remains.
The present hearings, in our opinion provide an excellent opportu-

nity to put the matter into a more balanced perspective from which
sound public policy can be determined.
We have prepared a longer statement which we have submitted and

which we would appreciate being included in the record of the hearings.
Senator KENNEDY. It will be so printed in the record at the conclu-

sion of your testimony.
Mr. STETLER. As had been stated, I have with me today in addi-

tion to Mr. Brennan two men who have had extensive scientific train-
ing and experience. Both have worked for many years in the pharma-
ceutical industry.
With your permission, I would like to turn over to them the burden

of our presentation. They both have brief statements and we will be
here to answer questions.
I would like first to ask Dr. Lewis Sarett to present his statement.
Dr. SARETT. Thank you. The perspective I bring to this discussion of

the discovery and development of new medicines is that of a scientist
and research administrator functioning within a major pharmaceutical
industry research laboratory.

It is a fact that pharmaceutical research over the past three decades
has been demonstrably productive. The medicines that have been dis-
covered or developed in pharmaceutical laboratories have demon-
strable value in both social and economic terms.
And there is no evidence and—as far as I know—no responsible

opinion that the pharmaceutical industry's research functions can be
performed as effectively by other research laboratories focusing on
the health sciences.
My concern, as the public policy issues of pharmaceutical research

are discussed and debated, is that they be resolved in ways that
strengthen our capacity for innovation, thus helping assure that people
will benefit from this Nation's comprehensive research effort in the
biomedical sciences.
To a degree, accomplishment of this objective is dependent upon the

performance of the Food and Drug Administration.
In a larger sense, however, accomplishment of the objective is de-

pendent on the public and professional environment in which both
the industry and the FDA function. That environment has been a
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rapidly changing one and includes a number of elements that cumu-
latively impose constraints, some desirable and some undesirable, on
the processes of discovery, development, testing, and evaluation of new
drugs—processes in which both the industry and the regulatory agency
are vitally involved.
Among these elements are rapid progress in science and technology,

increasing precision and sensitivity in the methodology of measure-
ment, rapid acceleration of public interest in health, greater public
expectation that absolute safety and effectiveness can be achieved, the
broadened public scrutiny of professional performance, and growing
evidence of the social benefit to be derived from improved medicines
properly used.
One consequence of the interplay among these and other elements

is that both the cost of developing a new drug and the time it takes
from candidate compound to new product introduction have increased
substantially in the United States.
This situation is sometimes referred to as the "lag" in the evolution

of new medicines and it has become customary to debate whether in-
dustry or regulatory agency is responsible.
Senator KENNEDY. Do you feel there are important drugs being

used overseas which are not available in the United States?
Dr. SARErr. I do. I come to that a little later if you like or I can

indicate which ones at this point.
Senator KENNEDY. Will you discuss that later if you wish with as

much specificity as you can ?
Dr. SARETr. All right. I believe both the pharmaceutical industry

and the FDA are doing a reasonably good job, within the total con-
texts in which they operate, to translate advances in science into ad-
vances in medicine.
I believe industry and the FDA have common goals in many respects,

and certainly in more respects than would be suggested by much of the
current dialog. And I believe the route to progress lies in discussion
directed toward constructive answers to soluble problems rather than
in argumentation directed toward fixing blame.
There was, during the 1960's, a marked slowdown in the rate of

introduction of new drugs, accompanied by a market increase in the
investment of time and dollars needed for a candidate compound to
meet regulatory requirements. Some part of this was due to the added
requirements imposed by the 1962 amendments to the Food, Drug
and Cosmetic Act.
Some part was due to overzealous interpretation by the FDA of

its new statutory authorities. Some part was due to the changing nature
of proposed new medicines, which increasingly were designed to deal
with chronic disease and therefore required more evidence of safety
in long term use.
Some part may have been due to industry performance itself,

although it seems unlikely that standards would decline in the face
of abundant and persuasive pressures for their advancement.

Senator KENNEDY. Can you tell us in what areas the FDA was over-
zealous?
Dr. SARETr. The atmosphere at the FDA flowed from the thalido-

mide catastrophe and it was present in everyone's mind. The concern
that the regulatory agency had at that time naturally was for safety.

Senator KENNEDY. As it should be?
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Dr. SARETT. As it should be. But the other side of the equation, the
benefit to be obtained by patients who did not have available medicines
which might in fact be life saving, was not given due weight during
that period. It was a question of a belief and a hope that total safety
in medicine was possible. Such, as we all know, is not possible.

Senator NELSON. I am puzzled by that statement of the hope of total
safety. I have listened to testimony from witnesses covering the last 8
years, 71/2 years. Not a single witness before this committee in 71/2
years ever argued for the concept of total safety. Who in FDA was
arguing for the concept of total safety in drugs in that period?
Dr. SARErr. My point was that there is a benefit to be derived from

every drug. There is a risk which is attached to it. It is possible to
concentrate on either part of that equation, if you will, either part
of the ratio. It has been characterized by many experts in the field
who have studied the environment in the TTnited States and in some
other countries as being one which emphasizes total safety and deem-
phasizes the benefits to be derived from the drug.
Senator NELSON. Your generalization is very puzzling to me. In the

first place, you are talking about a country that does have a law requir-
ing safety, and you are comparing it with a lot of countries that do not
have any law at all.
In Mexico as well as in many other countries, you can buy chlor-

amphenicol over the counter. It is sold and promoted all over the world
without any safety guidelines at all. So I would like to have you be
a little more precise.
I never heard anybody from Dr. Goddard all the way through Dr.

Schmidt, and any of the witnesses from FDA, or any doctor from any
place in the country or any pharmacologist—and we have had the
most distinguished—ever argue for that concept at all. If they were
going to argue that concept, they would take chloramphenicol off the
market tomorrow, if that is what they believe.
Dr. SARErr. There are other examples. Rifampin would be a good

example, used for tuberculosis. Delay in the approval in this country
would allow many patients, who are resistant to other therapies for
tuberculosis, to perhaps die. If rifampin has side effects or adverse re-
actions, which sometimes characterize its effects on patients, it would
be possible, indeed likely, for a regulatory agency to dwell upon those
and overlook the fact that many patients with tuberculosis were in fact
in severe discomfort, and their condition would be deteriorating be-
cause of the lack of availability of that drug.
Senator NELSON. Well, of course, tuberculosis rate went down dra-

matically long before that drug.
Dr. SARErr. Yes, but there still has been a hard core of difficult pa-

tients to treat. The numbers are in the thousands. There is still a sub-
stantial number. You are perfectly right, the numbers have gone down
because of the contributions of the pharmaceutical industry, as you are
well aware. Streptomycin has been introduced, and rifampin is, of
course, one of the more recent drugs.
Senator NELSON. Your statement still is not very clear to me.
I would like to ask another question. You said at beginning that

there has been a substantial drop in the availability of or slowdown in
the production of new drugs partly as a consequence of the Kefauver
amendments of 1962.
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Would you document that?
Dr. SARErr. The phrase that I used was that some part of this was

due to the added requirements imposed by the 1962 amendments to the
Food, Drug, and Cosmetic Act.
Senator NELSON. Obviously, the Kefauver Act dramatically reduced

the number of worthless drugs coming into the market and caused re-
moval of 6,000 of them, because for years—since 1938—the law had
only been that all you had to prove was safety. So if you produced a
safe drug with nothing in it, you could sell it and lots of them were.
Are you talking about useful, valuable entities, which were reduced
in number as a consequence of the 1962 amendments? Is that what you
are saying?
Dr. SARETT. Yes; I am referring to the fact that there was a marked

increase in the investment of time and dollars needed for a candidate
compound to meet regulatory requirements.
Senator NELSON. Then I did not understand. I thought you said

there was a slowdown in the number of drugs coming into the market-
place in part due to the 1962 amendments. Is that what you said?
Dr. SARETT. That is part of what I said.
Senator NELSON. Let me read this to you, because I read it to Mr.

Stetler a year ago at the hearings, and he could not review the statis-
tics, and maybe after a year of thinking about it, you can.

According to a study made by DeHaen, the number of new single
entities reached the peak of 63 in 1959—that is the DeHaen study,
and that is before the enactment of the Kefauver amendment. The
Kefauver amendment was not enforced until 1964. Here are the statis-
tics in Mr. DeHaen's study, which as far as I know, nobody ever at-
tempted to refute: The number of new chemical entities dropped from
63 in '1959 to 45 in 1960, to 41 in 1961, to 28 in 1962, to 18 in 1963.
So now it went from 63 to 18 before the Kefauver Act was enforced.
Then it went to 17 in 1964. Then it jumped to 25 in 1965. So in 1965,

the efficacy requirement was in effect, and it went to seven drugs above
what it was in 1963 before the act was enforced. Thirteen in 1966.
Twenty-five in 1967. Fourteen in 1968. Eleven in 1969. Sixteen in 1970.
Fourteen in 1971. Eleven in 1972.
His study did not go beyond that.
So the pattern at least of single entity drugs according to DeHaen

apparently did not change at all.
Dr. SARETr. The one you gave was 11 in 1972, and you had larger

numbers in earlier years—that is a decrease.
Senator NELSON. Eighteen and nineteen in 1963, and it dropped most

dramatically before there was any amendment from 1963, single entity
drugs, in 1959 to 18 in 1963.
Then came the 1962 amendments and it went as high as 25 on two

occasions after the act.
So I do not see how your argument can be sustained. The statistics

just refute you.
If you have some other ones, I would like to see them.
Dr. SARETT. I think you have to look at it in term of significant

drugs which are not available or which have been delayed in their
introduction to the United States. I think you have to look at it in
terms of the number of pharmaceutical companies that have introduced
new drugs.
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The number of pharmaceutical companies which were in a position
to introduce new drugs in 1963 was something like 89, and that num-
ber has dropped to about 30.
Senator NELSON. We had testimony from Dr. Edwards, Dr. Sim-

mons, and Dr. Schmidt, which I have not seen refuted, that there are
no significant drug entities in the marketplace anyplace in the world
that are not available now in the United States or for which there is
not a reasonable substitute available. That is a rough paraphrasing,
and I have not seen that refuted.
As you know, you can go into other countries that do not have any

standards at all. I have talked to German scientists about it who are
appalled by their law. Sure, you can get a drug into the marketplace
very easy over there. It may turn out to be a good one. Our law, on
the other hand, says you have to have scientifically controlled studies
to prove safety and efficacy. Is that not a reasonable standard?
Dr. SARErr. There are requirements for substantial evidence of effec-

tiveness, of course, which were introduced in the 1962 Kefauver-Harris
Act. That requirement for substantial evidence for effectiveness was
quite detailed, takes time, takes money, takes manpower. In doing so,
in providing those elements, it obviously serves to delay the entrance of
a drug to the marketplace.
Senator NELSON. Should it not?
Dr. SARETT. That is a matter of interpretation.
Senator NELSON. What are you really saying? You have to prove

by adequately controlled, carefully controlled scientific studies that it
is safe and efficacious. Are you saying you should not have to make
studies? If you do make any studies at all, obviously there will be
a delay.
Dr. SARETT. Certainly you are correct. Safety and efficacy must be

established. But the determination of what is a satisfactory demon-
stration of efficacy is a matter of interpretation. Different regulatory
agencies interpret that differently. The physicians interpret it differ-
ently.
As I understood it the question was: In the United States at any time

in the past has the FDA over rigorously interpreted those requirements
and I was saying that the FDA at one time—in the 1960's particu-
larly, although (and this is an important point) not so much re-
cently—did very rigorously and very zealously interpret those re-
quirements relative to other regulatory agencies who have had a
satisfactory drug record over the years.

Senator KENNEDY. We heard yesterday from various scientists and
review and advisory committees to the effect that it was going just
the opposite way at the present time. The researchers stated that there
was a dual standard. They were being overturned by their superiors,
there were alterations in the files, withdrawal of certain material, mis-
representation of scientific data, and false and misleading statements
made by the drug companies. Perhaps we ought to be going back to the
time where this kind of caution was being exercised by the FDA. That
is just a comment and not directed toward your company, but these
charges were made before this committee by distinguished scientists
and researchers. You certainly would not gather the impression listen-
ing to those researchers yesterday that the FDA was being overzealous
at this time.
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Let us continue.
Dr. SARETT. May I?
Senator KENNEDY. Yes.
Dr. SARErr. But there is evidence that a different picture for new

product introductions is beginning to emerge in the 1970's, and there is
no reason for optimism.
The presentation here today provides encouraging evidence of the

steps that have been taken and are now under consideration to facili-
tate the evaluation of new drugs.
As I offer in my own brief summary the viewpoints that seem of par-

ticular importance, I should state that we have been heartened by the
energetic efforts made by the FDA in the last few years to strengthen
their performance, and I hope our industry's efforts have been com-
parably improved.

1. New steps should be taken to assure that FDA and a company
sponsoring a new drug reach early agreement on important preclinical
and clinical requirements. These should not be arbitrarily changed
after costly and time-consuming studies have been launched or com-
pleted.
2. The concept of institutional decisions as opposed to one-man de-

cisions, should be reinforced and implemented. The assessment of an
NDA is too complex and has too much import for any one individual
to decide unilaterally on the drug's merits and limitations.

Senator KENNEDY. Let's discuss point No. 2. The procedures that we
heard outlined yesterday indicate that there is extremely elaborate
review, not just by an individual, but by consultants, review commit-
tees, advisory committees. But let me ask you, as you point out the con-
cept of institutional decisions as opposed to one-man decisions, would
you have any reservation about recording the contacts that were made
by drug companies with the FDA on particular products?
Dr. SARETT. In general, no. I think that is very healthy. There is

confidential material sometimes involved. I think that is a problem. It
can hardly be opened to the public.

Senator KENNEDY. That could be maintained confidential. There is
obviously a fine line between cooperation and interference, and this is
something we are concerned about. But you would not have a problem
with the recording of contacts that are made within the various agen-
cies on particular drugs?
Dr. SARErr. Not in general no.
Senator KENNEDY. Dr. Weiner, could you comment on that?
Dr. WEINER. Well I think that in actual fact there are records kept

of just about every meeting. I know that I have never been at a meet-
ing at the FDA—and I have been at quite a few of them — where a
specific monitor was not specifically invited to attend along with
whomever else attended. In fact I understand it is the policy that min-
utes are kept of these meetings and should be kept. The minutes are
either written by FDA and sent to the company or written by the
company and sent to FDA for their comment. It has been my under-
standing that is FDA policy.

Senator KENNEDY. We heard yesterday to the contrary. But we
will let the FDA respond to this. I understand your testimony then
that you have absolutely no reservations on any informal contacts
that are made with the FDA, having a record kept of them?
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Dr. WEINER. No problem at all as long as the material is kept con-
fidential where it is necessary.

Senator KENNEDY. Thank you.
Dr. SAREIT. No. 3. It is essential for the FDA to continue to broaden

the professional base for its decisionmaking. This begins, of course,
with the FDA staff itself—which has the ultimate responsibility for
regulatory action, a responsibility that cannot be delegated. But it
includes broadening the Agency's use of expert advisers from inside
and outside of Government.
4. The FDA's advisers should include experts whose responsibility

it is to help the Agency weigh the benefit-to-risk equation. Experts in
animal and human pathology, specialists in relevant fields of medicine,
and others — with broadened participation and a more formal or-
ganizational structure — could serve to lighten the heavy technical
and ethical burden which an FDA officer may feel he has been carry-
ing singlehandedly.

5. I applaud both the sequential NDA submission concept and
the efforts being made to reduce the deluge of data accompanying
an NDA.
6. FDA should also broaden its bases for accepting clinical data

from overseas as part of an NDA submission. There are many ex-
cellent investigators abroad, and to fail to give their data the same
consideration extended to U.S. investigators is to risk delays of years in
the introduction of new drugs.
Important though they are, suggestions such as the above deal only

with mechanisms. More important is the affirmation of public policy
objectives that focus on what is needed to assure progress.
For new and existing medicines to provide optimal benefit, there

must be many things—experienced and informed physicians, bal-
anced and effective communication, aware and mofivated patients,
the existence of an efficiently functioning health care system, and so on.
But new and improved medicines must first exist. Laboratories such

as ours have made fundamental contributions of unquestioned social
value in our relatively brief life span—in our case, cortisone, strep-
tomycin, probenecid, several of the vitamins (including B-12) , chloro-
thiazide, methyldopa, measles and rubella vaccines, to name a few.
This year my company is investing over $100 million of its earnings

in research, much of it very long-term.
Senator KENNEDY. Is that more or less than is invested in advertis-

ing, marketing and promotion?
Dr. SARETT. I do not have those figures at hand, I am sorry. I can

get them and put them in the record.
About 80 percent of our research is directed to the search for new

products, and the rest seeks improvements in existing products.
What do we need to sustain and extend this kind of research en-

deavor?
First of all, we need recognition. The portrait drawn of industry

research in some quarters has a debilitating effect because it contains
no acknowledgment that what we do—and what we try to do—has
social value.
Second, we need encouracrement. We need things that will help

our managements have confidence that any success in its *unusually
high research investments will not be expropriated, although that
term would never be used.
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Senator KENNEDY. What does that really mean?
Dr. SARETr. That means that the right of the company and its

shareholders to receive a fair return must be safeguarded, through the
patent system and through the other safeguards we have.
Senator KENNEDY. I do not understand "any success in its unusually

high research investments will not be expropriated." Expropriated by
who? By other companies? By government?
Dr. SARETT. By any other source. An invention is supposed to be,

as you know, an incentive to discovery. Discovery is supposed to be
beneficial to society. For a period of 17 years there is a term of pro-
tection for that invention and for those who have invested in the
development of it. Any move which would tend to undermine or
weaken that system would undermine or weaken innovation in the
pharmaceutical industry.
Senator KENNEDY. Has it happened in your company? Can you

give us some examples of how it happened?
Dr. SARErr. Compulsory licensing, for example, so that an inven-

tion was made available immediately to those who had not partic-
ipated in the discovery or shared in the expense of development—
that would be one example of expropriation. We do not have com-
pulsory licensing.
Senator NELSON. I have proposed compulsory licensing under cer-

tain conditions such as when the public was being unconscionably
exploited. This would be with a reasonable royalty being paid to
the manufacturer. If there is a life-saving drug of which the price
charged by the company, because it had a patent, was unconscion-
ably high, I for one feel that we ought to have compulsory licensing.
But given the nature of the Congress, you are not threatened much

by my bill.
You made reference to threats to the patent, which is supposed to

give an invention 17 years protection. I just would like to call atten-
tion to the fact that the greatest invention of the drug industry is
the trade name which gives you the opportunity to extend the 17-
year monopoly far beyond the limitation set by Congress. This is
accomplished by trade name identification, trade name prescribing
by the doctor, and anti-substitution laws in 44 States. Would you
not agree that that ought to be eliminated? Anti-substitution laws,
trade name prescribing?
Dr. SARETT. Acting in the opposite direction, of course, is the in-

crease in time for development of new drugs. So that in effect the
17 years of patent protection become shorter all the time. That period
of protection is eroding, becoming less because of the great develop-
ment time that it takes. So that by the time a drug is on the market,
there may be only a very few years of patent life yet.

Senator NELSON. I will let you proceed. I do not want to divert to
another question.
Dr. SARETr. Finally, we need to have full assurance that when we

settle on a new product candidate, and spend millions of dollars
and many years in its development and testing, it will be reviewed
expeditiously and fairly by the FDA according to previously estab-
lished standards that reflect sound medical and scientific consensus.
I appreciate your courtesy, Mr. Chairman, and I will do my

best to be responsive to any additional questions the committee may
have.
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. Senator KENNEDY. Thank you very much. Perhaps you could re-
view with us my earlier question about what drugs were available
overseas that are not available here.
Dr. SARETr. I will be glad to. You will remember my point was

that during the 1960's particularly there was a gap in time between
introduction and general availability of drugs in sophisticated coun-
tries overseas and in the United States. I also said that in recent
times that gap is being reduced, so that taken overall then some of
the drugs which I think are significant—and I base my opinion I
should. say incidentally on expert medical judgment, not being a
physician myself—would include some which were subsequently
approved by the FDA. One of them is cromolyn.
Senator KENNEDY. Could the drugs that are available overseas now

that have some special importance or significance, not drugs that
in the past were introduced overseas and finally approved here.
. Dr. SARErr. Drugs to reduce hypertension—for example, cloni-
dine, and bethanidine—have been available for some time in England.
L-asparaginase has been available in Germany since 1969, in France,
England and Italy since 1971.
Senator KENNEDY. Are those produced by all European national

firms or are any of them being produced by Americans and sold
abroad?
Dr. SARErr. L-asparaginase is being produced by a German firm.

Clonidine and the other agents —
Dr. WEINER. It is a German firm, but they do have an American

branch, and they have had NDA pending for quite some time.
Senator KENNEDY. How long?
Dr. WEINER. I do not know exactly, but it is a question of years.
Senator KENNEDY. Do you have a list of them? Are you giving

them off the top of your head?
Dr. SARETT. I do not have them broken down according to which

ones are not now available in the FDA.
Senator KENNEDY. For these particular drugs you mentioned, are

there counterparts in the United States?
Dr. SAREDT. Not precise, no.
Senator KENNEDY. We are not really referring to precise equals.

What sort of alternatives are there?
Dr. WEINER. May I comment?
Senator KENNEDY. Yes.
Dr. WEINER. I think if we take the drug we are now speaking about,

which is antihypertensive drug, there are quite a few hypertensive
drugs. Actually mortality from hypertension has been significantly
reduced by these available drugs, and the Government amongst others
currently have a campaign to encourage people more quickly to get
treated so as to prevent strokes and heart attacks and prolong life.
What the experts do say is that the greater the spectrum of mechanisms
by which these drugs act, available to them, the more beneficially they
can select from amongst these candidates for each patient. While it is
certainly true we have ways of treating hypertension, we haven't
licked hypertension. I have no doubt that this particular drug which
acts in a manner different from all those available would make a sig-
nificant contribution because we are dealing here with something like

4
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18 million hypertensions in the United States, of which a certain frac-
tion I am sure would benefit from this drug.

Senator KENNEDY. With regard to this drug, you believe that there
is no therapeutic equivalent for it available in this country?
Dr. WEINER. Not an absolute equivalent.
Senator KENNEDY. And, secondly, that the range of alternatives is

extremely important for any medical official in prescribing a course
of therapy for a particular course of therapy?
Dr. WEINER. I do think the range of alternatives is a factor and

should be as broad as possible.
Senator KENNEDY. Is the primary area hypertension? What

others are there?
Dr. WEINER. There are several other compounds, as you know, there

are two which have been available for years, but have just this year
become available so that lag is over. They are intal for asthma, which
is totally new and different, and alupent also for asthma, which-does
have an equivalent in the inhalation form, but really does not in the
oral tablet form.
The rifampin has been already mentioned for tuberculosis, which I

think is a very important and clearly lifesaving drug.
There are beta blockers, which are somewhat equivalent to the

propanolol, which you heard about yesterday, which did not have cer-
tain pharmacologic components, which may be responsible for some
of the undesirable effects of propanolol. An example of that is oxpre-
nolol. Oxprenolol has been available for years overseas and is not
available here.
Senator KENNEDY. We are going to supply the committee list to

the FDA. and ask them to comment on it.
Dr. WEINER. There are others.
Senator KENNEDY. Tha, is all right. Why don't we go ahead.
Dr. WEINER. Mr. Chairman and members of the committee, I am

pleased to have the opportunity to add some brief comments on behalf
of the pharmaceutical industry on the important subject of drug re-
search and innovation.
It is my impression, that most scientists give too little thought to

the need to defend what they consider the self-evident value of medic-
inal and pharmaceutical research in this modern age of science.
In so doing, they neglect a serious obligation. In my opinion, they

must accept greater responsibility to explain to the public how they
evaluate the risks of proceeding versus not proceeding with clinical
research at a given point. In the last analysis, the people's welfare
suffers in direct proportion to the extent to which sound drug research
is inhibited.
There has been an understandable regulatory emphasis on reducing

the risks of pharmaceutical research. We applaud every measure which
makes a real contribution to this goal.
However, in seeking this result, we must not lose sight of the fol-

lowing facts:
1. There is no human endeavor totally free of risk—least of all

inaction where innovation is needed to relieve suffering and preserve
life. We must strengthen our support for the admirable human quality
which has prompted informed volunteers to play a critical role in the
development of drugs that save millions from death and misery.
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2. Preclinical safety studies, including studies in animals, are never
completed. We are still doing experiments and learning important newfacts about drugs which have already proved useful over a period of
hundreds of years. At each step in the drug research process judgmentsmust be made as to how much and what kind of human exposure to adrug is justified by how much and what kind of pre,clinical testing.

3. The tremendous variability of problems from drug-to-drug and
situation-to-situation makes it impossible to write into law or regula-
tion a definitive description of required tests. Such descriptions in-
tended to cover all drugs are destined to be inappropriate for many
or most drugs. Flexibility must be preserved for those scientists most
directly involved in the investigation. By and large, they have the
greatest knowledge and background experience concerning the par-
ticular drug and the conditions of its study.

4. The incontrovertible facts of the relationship between dose and
response in every area of safety and efficacy cannot be changed by leg-
islation or regulation. It is a violation of conscience and science to im-
pede drug research on the unfounded assumption that the repeated
daily administration of toxic doses of a drug in animals for years is
required to make a judgment about the safety of a single small dose
of the drug in man.

Senator KENNEDY. Such distinguished individuals as Dr. Rauscher,
the head of the cancer agency, would take issue on that, about the in-
gesting of carcinogenic substances, diethyl stilbestrol and others. This
is not a uniform scientific consensus.
Dr. WEINER. I am sure there are always scientific differences of

opinion.
Senator KENNEDY. But that is a fairly substantial one.
Dr. WEINER. Yes, but I think that even if you questioned the doctors

of the opposing opinion, they would all agree, for example, that we
have in our food carcinogens. We walk in the sunlight which is clearly
carcinogenic. But everybody recognizes that the dose that we are deal-
ing with is so infinitesimal and unimportant that we just cannot pos-
sibly make the fact of carcinogicity in a qualitative sense the sole basis
for judging the value of a compound. So if the carcinogicity turns up
only as a statistical thing after years of totally unphysiologic doses, I
think that is a poor basis on which to condemn what could be a very
useful drug or to concern yourself that a single small dose is there-
fore dangerous.

Senator KENNEDY. That is a value judgment. In many areas there
is woeful little research. There are some studies that have been done
on carcinogenic substances which would differ with that observation.
While I have you on this point, in your just point you say, "We must

strengthen our support for the admirable human quality which has
prompted informed volunteers to play a critical role in the develop-
ment of drugs that save millions from death." That is, I am sure, so.
As we have seen in this committee, the people who have in far too

many instances been used have not been informed and in too many
instances they have been either prisoners, mentally retarded or poor
people.
I think that is a startling fact, which was established over the course

of our hearings in the area of human experimentation.
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I am sure you want to make sure that the subjects of experimental
research are not selected out of particular classes of people, and sec-
ondly that everyone is adequately and fully informed, which in far too
many instances has not been the case.
Dr. WEINER. I quite agree with you, Senator. I do not know in how

many instances it has not been adequate, and I certainly think it should
be adequate in each instance.
I think, however, a certain atmosphere of implication is that we go

to prisoners because they are prisoners, and that is unfortunately mis-
founded. One of the major reasons why prisoners are employed and
sought as volunteers is because they happen to have the unhappy cir-
cumstance, from their point of view, of being very easily observed 21
hours a day, while other volunteers would have to stop their work or
eliminate themselves from the usual routine to undergo such close
observation.

Senator KENNEDY. Is it cheaper?
Dr. WEINER. By the mere fact that they are available, it is certainly

cheaper than if you took a working man and told him stop work and
come into an institution 24 hours a day. In that sense, it is.
The key thing is that we would be just as happy to use monasteries,

nunaries, any other kind of population, any kind of population which
represents a group that is available for continuous observation. That is
really the key factor and not whether or not they are prisoners.
Senator KENNEDY. Continue please.
Dr. WEINER. In view of these facts, it is extremely dangerous to the

welfare of volunteers and patients to substitute rigid rules for scientific
judgment.
We sincerely invite your assistance in our efforts to avoid pointless

and costly interference with the potential of science to contribute to
the health and comfort of many among us who will surely be stricken
in the future by diseases not yet conquered.
Congress should insist that any additional restrictions on the drug

research process be of proven value before the interference and diver-
sion they impose are accepted.
We recognize that the regulatory agencies need and deserve the co-

operation of the pharmaceutical industry and other interested research
scientists. In this spirit we try, with increasing success, I believe, to
work with FDA scientists and make recommendations which will aid
in the quality and efficiency with which the FDA accomplishes its
purposes.
To help achieve our common goals, we would like to see the develop-

ment of the following concepts:
1. The "closed-end" IND concept which will safely and expeditiously

allow the efficient generation of critically important information. In
the long run, such information reduces the ultimate degree of risk as-
sociated with new drugs.

2. The "sequential NDA", already referred to by Dr. Sarett, which
allows each facet of an NDA to be evaluated and accepted as adequate
data are generated.

3. The "certified summary" which reduces an NDA to a manageable
package which can be reasonably studied, with full data available for
spot checking.

42-665 0 - 75 - pt. 7 - 8
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4. A scientific appeal process when a forced halt in research or
marketing is imposed on the basis of a scientific judgment about which
there is a strong difference of responsible opinion.

5. A continuing trend to have important scientific judgments reflect
the consensus of the best available experts in the scientific community,
as represented by an appropriate. committee. The burden of important
scientific decisions should be largely or primarily with such commit-
tees, rather than with one or a few individuals within the FDA. There
should be an obligation to accept the scientific decisions of such expert
committees without raising the straw man that such acceptance con-
stitutes an abrogation of FDA's legislated responsibilities.

6. The committee process should assure review by a group represent-
ing a full spectrum of expert opinion. To this end, no one organiza-
tion, including the FDA, should have the sole power of selecting all
committee members. A variety of appropriate speciality societies and
other learned groups should participate, and no knowledgeable group
should be automatically excluded.

Senator NELSON. You suggest the creation of scientific committees
composed of the best experts in the various areas involved. That was
precisely the process followed in using the National Academy of
Sciences-National Research Council for evaluation for the efficacy
of drugs under the 1962 amendments over which the drug industry
was vociferously upset. But that is precisely what they did. They set
up panels on antibiotics, as well as on various therapeutic categories.
They were composed of the best experts in the country. They removed
large numbers of drugs from the marketplace despite protests from
the PMA and the individual company. Almost all fixed combination
antibiotics were removed. I think that was a good process.
Dr. WEINER. To the best of my knowledge, we did not disapprove.
Mr. STETLER. We not only did not disapprove, but we worked very

effectively in setting them up.
Senator NELSON. But you did oppose the standards.
Mr. STETLER. Individual companies may have had different opinions

on different decisions. We never disagreed with the process. We en-
dorsed it then and do now.
Senator NELSON. Some of your members objected to the decisions on

antibiotic fixed combinations.
Mr. STETLER. You do not waive your right to dispute a decision just

because you agree with the mechanism.
Senator NELSON. You agree with what NAS/NRC did in evaluating

drugs?
Mr. STETLER. We agree with the way they did it. Individual disputes

occurred. There was no dispute over the mechanism.
Senator NELSON. I am glad to know that. That was not my under-

standing.
Dr. WEINER. Concern for conflict of interest could be overcome by

the diversity of membership, and not by exclusion of those experts
whose intense interest and direct experience with drugs makes some
contact with their scientific colleagues in industry almost inevitable.
In conclusion, I would like to touch briefly on some of the current

discussions concerning the British versus the U.S. system for reviewing
drug development.

4
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Starting from the reasonable premise that our scientists are approx-
imately equally skilled, it is fair to ask why the British public has
had the advantage of earlier availability of several important drugs,
the usefulness of many having been later acknowledged in the form
of an approved NDA in the United States.
In many instances, the unavailability of improved drugs does not

mean that the population is exposed to fewer dangerous medications
but rather that their physicians are obliged to select from a narrower
range of less satisfactory medications.
The more quickly better drugs are made available the less likely

that the patient will be exposed to the older, less satisfactory drugs
or the risks of untreated disease. The current campaigns to find the
untreated or inadequately treated hypertensive patient, the diabetic
patient, and others, is a reflection of the important role of safe,
effective, and ever improving drugs.
The more rapidly we develop effective, improved drugs, the less

likely will we be to have harmful effects from either drug or disease.
This should be our primary goal.
Thank you, Mr. Chairman, for the opportunity to participate. My

colleagues and I will be glad to attempt to answer your questions.
Senator NELSON. Thank you very much. Just a couple of questions.

I notice that the House of Delegates of the AMA in June took what
struck me as a regrettably long step backward toward bad medical
practice when they voted to work for the repeal of the efficacy require-
ment of the 1962 law.
As I recall, Mr. Stetler, you favored the statute. In your testimony

before the monopoly subcommittee, you approved of the efficacy
requirement. Do you agree with AMA on this vote?
Mr. STETLER. This may startle you, Senator, but you and I are in

complete agreement in our reaction to that action.
Senator NELSON. I must say it will probably ruin both of us that we

are on the same side. [Laughter.]
If I understand what you are saying, you agree with the efficacy

requirement. Your complaint is that the procedures and processes for
evaluating IND's and NDA's is not rapid enough, efficient enough, and
when there is a dispute between scientific experts, there is not a good
mechanism of utilizing outside qualified committees to resolve the
dispute. Is that the essence of what your testimony is?
Dr. WEINER. I would say yes, that is of course a qualitative thing.

I think it is better now than it was 5 years ago. But I think there is
still lots of room for improvement.

Senator NELSON. I just want to make one point. The argument
that you make, that PMA also makes, that there are more drugs on
the market in Europe than here may be true. On the other hand, they
get many more drugs in the marketplace in Europe—I do not have
the list in front of me—but most of the industrialized European coun-
tries or a good percentage of them have compulsory licensing require-
ments. How come it does not discourage innovation there when you
are arguing, doctor, that such a thing would hamper development of
new drugs. That puzzles me. I do not have the list, but I think France,
Germany, Great Britain, Italy—
Dr. WEINER. I am not an expert in that field, and I do not think I

would attempt to answer it. I think from what little I know of it, I
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would say if the whole world, including the United States, were like
Italy there would be precious little pharmaceutical private research
done.
Senator NELSON. Pardon me?
Dr. WEINER. If the rules here were like the rules in Italy, I think

you would see pharmaceutical research reduced markedly.
• Senator NELSON. 1. regret I cannot rely upon my memory because
it is several years back, but I think England, Germany, France, which
is the heart of the industrial community of Europe, which you are
praising for the number of drugs they have on the market, have com-
pulsory licensing.
Mr. BRENNAN. Senator, while there may be some compulsory licens-

ing provisions m the laws of those countries, those provisions are
severely restricted and in fact there is very little use of such provisions.

Senator NELSON. There is a very interesting recent case in which the
British Government again I will correct the record and check the
statistics—but the British Government required the manufacturer of
Valium which is selling in England for about one-third the price it is
in the United States, to cut its price by 75 percent, on the grounds the
price was exorbitant.
Mr. BRENNAN. That is a price-fixing scheme.
Senator NELSON. That is part of their statute.
Mr. BRENNAN. I do not think that has anything to do with com-

pulsory licensing. That is just a government price-fixing scheme.
Senator NELSON. All right. Just one question for the record. You

gave as an example a drug that was available in Europe, valuable
entity, and not available here, oxprenolol; is that not correct?
Dr. WEINER. Yes; that is correct.
Senator NELSON. Well, that is for, am I correct, cardiac arrythmia ?
Dr. WEINER. Yes.
Senator NELSON. Let me read you the testimony on that and see if you

disagree with this. It was testimony a year ago.
The FDA points out, one, that practolol has been associated with

the production of cancer in animals; two, that oxprenolol is closely
related to it structurally; three, that two committees of experts includ-
ing experts from the National Cancer Institute have recommended
against the present release of these drugs for marketing and have called
for further tests to clarify the serious cancer questions; four, that there
is a viable alternative to these drugs; and five, that these two drugs are
available for emergency purposes in the occasional patient who may
not respond to propanolol, which is available.
Are you saying the procedures the FDA followed here that the NIH

panel are incorrect, and we ought to put oxprenolol on the market
anyway?
Dr. WEINER. I think the opinions you read from that panel are far

from unanimous. There are other groups that questioned it. Certainly
the concept that the compound is related to one which was found to be
carcinogenic in animals, in this case has a double question mark be-
cause carcinogenic activity of the original one is only demonstrable,
is only evident in certain peculiar strain of animals. With oxprenolol,
the carcinogenic studies have been completed and comes out perfectly
clean.

4
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On balance, whether there was a justification for continuing to de-
prive the people who might benefit from this drug, on the basis of
this rather narrow extrapolation from one compound to another, I
think you will find a lot of scientific difference of opinion.
Senator NELSON. I am puzzled by that. Here we have a scientific

group who said that we should not put it on the marketplace until the
very serious question of the carcinogenicity is determined. But they also
established a policy that makes oxprenolol available to any patient who
gets adverse reactions from the available drug which is now in the
marketplace. What is wrong with that procedure during the course of
further carcinogenicity studies?
Dr. WEINER. I think from the public health point of view that bor-

ders on useless. Because the number of people who might well have
benefited from oxprenolol over propanolol is much larger than the
number that would actually be in a position to go through the pro-
cedure you described of making it available through special requests
and so forth.
Senator NELSON. The FDA did not specify any particular procedure,

except that it was available to be prescribed by a physician in those
cases where the patient does not tolerate the drug that is available
in this country. What is wrong with those procedures?
Dr. WEINER. I doubt if it is available in any pharmacy that I know

of in the United States.
Senator NELSON. Your testimony is that despite strong language of

caution about the serious implications of carcinogenicity, if you had the
authority, you would overrule it and put it in the marketplace before
further studies were made?
Dr. WEINER. No. My testimony is I think you will find there had

been a considerable body of other opinion besides the one you read and
my personal opinion is that the other opinion is more correct and
that on balance this is an example of wherein the attempt to lean
over on a thin line of a possible harmful effect, we have guaranteed
the absence of a useful effect for a period time. That is my professional
opinion and I recognize that other knowledgeable men may disagree.
Senator NELSON. As I see the language

' 
they say "in those rare in-

stances"—let me read it to be correct—it says, "these two drugs are
available for emergency purposes in the occasional patient who may
not respond to propanolol, which is available."
Senator KENNEDY. I want to thank the panel.

• Mr. Stetler, yesterday there were a number of allegations that in-
volved a number of pharmaceutical companies. I am sure you have
a copy of the record. We would invite any comments that the com-
panies may want to make to those charges. We would welcome them

• and if you want to take on the responsibility of informing them, we will
be glad to work with you.
Mr. STETLER. Can I make just a brief comment on that?
Senator KENNEDY. Certainly.
Mr. STETLER. With respect to individual drug products, obviously

that would have to be done by the companies. I will look into that.
There was an insinuation, not an outright allegation, that possibly

the reorganization within FDA, which really put out of business some
particular unit or panel in the medical division of that agency, was
caused by an activity of the industry. I honestly think that is not a
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fact. As far as I know, to the best of my knowledge, if that is a charge,
it is false. Really I think it is not accurate in any respect.

Senator KENNEDY. Dr. Winkler said in his testimony yesterday that
the reason primarily was that they wanted to make a management
change in the Division and the Division had been a major source of
complaints from industry.
Your testimony is that that is not so?
Mr. STETLER. There may have been comments by industry on in-

dividual decisions, but to the extent, to put that entity out of business,
no, not so.
Senator KENNEDY. Thank you.
[The prepared statement of Mr. Stetler follows:]

4
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Statement of C. Joseph Stetler, President
Pharmaceutical Manufacturers Association

Before the

Subcommittee on Health
Senate Committee on Labor and Public Welfare

Aogust 16, 1974

Mr. Chairman and Members of the Committee:

I am C. Joseph Stetler, President of the Pharmaceutical Manufacturers Association. With

me today are Bruce J. Brennan, Vice President and General Counsel of PMA; Lewis H.

Sarett, Ph.D., President, Merck Sharp & Dohme Research Laboratories; and Murray

Weiner, M.D., Vice President, Merrell-National Laboratories.

We are here in response to your request for the industry's views concerning the status

of drug innovation and approval in this country and possible ways of improving the present

System.

The subject is not new. Other Congressional hearings and various symposia have

explored it. Dozens of papers have been published, and innumerable speeches have dealt

with it. Yet this attention has not, in our opinion, solved the dilemma. Opponents in the

debate have tended to argue from institutionally biased positions. Some persons in industry

and elsewhere have pointed to bureaucratic inefficiency, while some in the FDA have

claimed that the research supporting many of the drugs available overseas is below the state

of the art in the United States, or that many of them lack significance.

The present hearings provide an excellent opportunity to put the matter into a more

balanced perspective from which sound public policy can be determined. Perhaps we need

a strong restatement of national interest in the social values of progress in drug therapy. For

what is at stake here is the way a unique national asset -- pharmaceutical industry research --
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can function most effectively on behalf of medicine and society. On the capabilities of

of some 22,000 industry scientists and technicians rests a major share of our responsibility for

combating and overcoming the diseases of mankind. Nowhere else does there exist such a

degree of insight into the life sciences and their application to the incredibly complex

problems of human disease.

It is our hope, then, in the first place, that we can help shift the emphasis from the

numbers game, or the politics of blame, to a search for new encouragement and improvement

in American drug innovation. We seek to assist in the development of a new level of creative

and participatory regulation designed not simply to prevent the marketing of mistakes --

which surely nobody wants -- but to assure that the public reaps the rewards of good science

by according it the efficient review it deserves. We look forward to an era of openness

where cooperative development and refinement of the regulatory process can prosper to the

public benefit.

Fortunately, despite differences between industry and the FLA, some of 'which we will

allude to today, the fundamental trends in the drug review process are upward. What these

trends now need is Congressional endorsement. For too long, interest has tended to concen-

trate unduly on one aspect of FDA activity -- proscription of unsafe or ineffective drugs.

It is time, we believe, to examine the other side of the regulatory coin -- FDA's role in

influencing the prompt availability of needed medications.

It almost goes without saying that the task of facilitating research productivity is worth

pursuing. One has only to examine the most elementary evidence, such as the fact that

today's children are likely to live half again as long as their great grandpartents; that the

death rate from hypertension is half that of 20 years ago; and that the death rote from

infections is now one-fiftieth of what it was in 1900.

A
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In part, these and other dramatic successes, to which pharmaceutical industry research

has made important contributions, have permitted great numbers of people to survive longer

and therefore be exposed to other diseases as yet unconquered. Thus the cardiovascular

disease death rate is half again as large as it was at the turn of the century, and the

reported incidence of cancer is triple that recorded 70 years ago. While we have no

prospects of making man immortal, medicinal scientists tcd ay share with their predecessors

a sense of urgency in attacking these remaining disease problems.

From time to time, it has been proposed that only drugs shown to be clearly superior to

existing therapy be patentable or marketable. This supposedly would spur the sponsorship

of so-called "meaningful" research. Sometimes FDA, following the some approach, has

refused to move promptly on what it regarded as minor variations of established medications.

In this light, it is important to remember that the "drug of choice" for most patients

may not be the best selection for a particular patient. A "minor" modification may well

result in safer and more effective therapy in such circumstances. Slight modifications of

known compounds have sometimes led to major unanticipated therapeutic gains. Although the

list of such cases is long, perhaps the most prolific field for molecular modification concerns

the sulfonamides, which have yielded not ohly major anti-infectives but advances against

diabetes, hypertension, gout and leprosy. Drugs to combat depression have their roots in

research against allergy and pain, and the phenothiazine tranquilizers were discovered in

the search for better antihistamines. The point is that the modern chemist has learned that

subtle changes in chemical structures can produce profound and sometimes unpredicted useful

activity. Each time we cancel out a research program thinking it won't yield a breakthrough,

we could be missing a benefit that only time would reveal. Therefore, we must take care that

the regulatory environment encourages plural approaches and a measure of flexibility out of

respect for the therapeutic bonuses which have resulted in the past and which could well

emerge in the future.
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Charges that the pharmaceutical industry is unduly occupied with research on "me-too"

products ignores not only science but economic facts as well. With costs of 10-20 million

dollars per product — without counting additional capital costs -- it is obviously becoming

less and less desirable to seek a product which does not represent a significant improvement

over available medication. Thus the pursuit of truly important new products is the only

sensible course for industry, even though not every research program designed to find o major

new therapeutic agent succeeds.

The Time Factor in Drug Development and Marketing 

We have referred previously to our sense of urgency in seeking new and improved

products. While we fully recognize the importance of maximum safety in the conduct of

research, we cannot dismiss the risk of allowing untold thousands to continue to suffer and

perhaps die while a potential treatment is being moved forward at less than full deliberate

speed. Just a one-year delay in the availability of polio vaccines or anti-hypertensives would

probably have accounted for more deaths than all the inadvertent effects resulting from

investigational drugs in the United States in the past century. We would, therefore, like to

review some of the factors which influence the new drug approval process.

(1) The Efficiency of Research

The British have conducted some interesting investigations through their industry-

funded Centre for the Study of Industrial Innovation, as to the relative efficacy of

international drug research programs. Their inquiry shows that the American contribu-

tion to drug innovation is very large, in fact more than four times as great as Britain's.

But they go on to observe that the American pharmaceutical industry spends ten times

as much on R&D as does England. These differences in productivity probably lie not so

much in the skills of their scientists or research administrators as in the framework within

which they have been operating in recent years.
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(2) The Investigative Process

All drug research is ultimately influenced by, or conducted under, the IND process.

While this process is primarily concerned with reducing the risks of clinical testing to

a minimum, it has at times failed to take into consideration the need to balance the

risk of clinical testing against the risk of not performing clinical tests. Requirements

which prevent or delay clinical testing con, by their very nature, create a degree of

risk to the public welfare which must be balanced against the contribution of these

requirements to the safety of the testing program.

(3) The NDA Process

While the average processing time necessary for approval of a New Drug Applica-

tion (NDA) in the last decade has grown progressively longer, it now appears that the

time may have peaked. It has not been exceptional recently for the FDA to review and

approve an NDA in o year or even less. This is important progress which, unfortunately,

is not yet visible in some therapeutic classes, particularly for drugs used in chronic

diseases.

An area where improvement has been made is in the acceptance of foreign studies.

Until recently, FDA has been unwilling to accept foreign investigational data, so that it

has often been necessary to repeat studies already performed abroad. The problem is not

yet solved, but at least a regulation is pending to provide for acceptance of suitable

foreign studies. The FDA has also begun a program designed to spot relatively important

new drugs early in their development and to monitor their progress carefully so as to help

assure more prompt approval when warranted by the evidence. And the agency has seen

the wisdom of permitting some products to be marketed at the earliest possible time in
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view of their particular promise, with special post-marketing studies as safeguards.

Hopefully, these changes suggest that in the future fewer drug innovations are going to

be kept from American patients longer than necessary.

Drug Availability in Britain and the United States 

It is helpful in looking at our situation in the United States vis-a-vis that of Britain to

focus on the characteristics most likely to result in the earlier availability of drugs which are

safe and effective. Since there is little evidence of countervailing risks facing British patients

as a result of these important new drugs reaching them earlier, we hope that both the FDA and

the scientific community will search fcr ways to learn from the British experience. We commend

the FDA for its new focus on the circumstances which have delayed the American marketing of

useful drugs --circumstances which are not always the fault of the industry, of the FDA, or of

the clinical investigator.

We in industry are prepared to join forces with government in an effort to measure the net

social, economic and therapeutic gains (or losses) associated with the availability or absence

of reliable new compounds.

In the past three or four years, numerous articles (Selected Bibliograpy attached) have

been written about the so-called "drug lag" in the United States, compared with other

developed countries. A review of them is basic to any serious study of this subject.

In particular, Dr. William Wardell's incisive articles, comparing the American and the

British scenes, are provocative and somewhat disquieting. He has shown that in the ten years

ending in 1971, the British physician had a therapeutic advantage over his American counter-

part in the use of new drugs most of the time.
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Moreover, Wardell found that many of the new drugs available in Britain were regarded

as therapeutical ly important contributions. His most recent paper, delivered at a symposium

only last month, suggests that the situation here is improving and that the therapeutic contrast

between the two countries is becoming less marked, but that nevertheless, a significant

disparity remains.

Other examples from the literature suggest that concern cbcut this matter is widely shored.

Writing in the Winter, 1974 "Perspectives in Biology and Medicine", Dr. Leo Hollister

commented that a symposium on New Drugs for Heart Disease" might more accurately have

been titled "Drugs American Cardiologists Would Like to be Able to Use. Among the drugs

he cited, some of which later became available here, were the beta-stimulator salbutamol;

the antihypertensives diazcxide and bethanidine; bretylium far cardiac arrhythmia; and various

beta blockers.

Sir Derric Dunlop, from his perspective as the British equivalent to the U.S. Commissioner

of the FDA, has contended that "Excessive delay in clearing a valuable new medicine may

have results as unfortunate as those arising from the cleave:ince of one which is undesirably

toxic".

The Economics of Pharmaceutical Research and Development

One of the apparent effects of the existing situation has been a decline over the years

in the rate of growth of research and development investment by the pharmaceutical industry.

About 20 years ago the industry was devoting perhaps $50 million annually to R&D. That

figure more than quadrupled by 1961. The growth continued over the next decade, tripling

by 1970. By 1973, the annual spending had surpassed $800 million, but the rate of growth

had slackened. Nevertheless, it appears that the industry will have doubled its dollar com-

mitment to research by the ene of this decade, in comparison to 1970. The number of new
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compounds that can be subjected to investigation, however, as indicated by investigational

new drug exemptions filed with the FDA, is not growing. Furthermore, the number of firms

sponsoring research is declining, and the number of firms introducing new drugs each year now

stands at less than half of what it was in 1962.

The sponsorship of research is extremely expensive. A great many compounds must enter

the research process if any useful drugs are to emerge from it. If one considers that effort as

a national resource, created by our scientists, it is worthwhile to ask whether any intrinsically

worthwhile drugs are failing to emerge. And if we wish to avoid the concentration of

resecrch in fewer hands, it is important to explore ways of encouraging a reversal of the

apparent trend away from pharmaceutical research in industry, especially by the smaller firms.

Suggestions for Improvement

As stated earlier, a rather extensive collaborative effort in recent years involving FDA,

industry and others has resulted in some progress and a promise of more. We believe the

following suggestions, some of which have been discussed extensively with FDA, deserve new

or increased attention by the agency.

(1) Sequential IND - C riginally proposed by the industry in 1969, this approach suggests

the sequential approval at the end of each phase of the IND process.

At a College of Cardiology Conference in May of this year, Cr. Richard Crout, Director

of the FDA Bureau of Drugs, renamed the concept a "Developing New Drug Application". A

new proposal which will hopefully revive the plan is now in preparation.

(2) Certified NDA Summary - This concept envisions a more expeditious review and the

submission of more manageable evidence in support of a New Drug Application with additional

responsibility being assumed by the sponsor. The certified summary would contain all pertinent

material, with the raw data available for spot-checking and post-marketing audit. Appropriate

9
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penalties would attach to falsification or the withholding of information so as to assure the

integrity of the certified summary. This proposal, suggested by industry in 1965, should be

actively pursued.

(3) Post-Marketing Monitoring -When a problem arises with a marketed drug there is

an understandable tendency to re-examine the pre-rnarket regulatory process which allowed

that drug to reach the market. Unfortunately, this tendenc;, can push the demands at the

pre-mcrketing stage to unrealistic limits to the detriment of the public. Rather than pursue

the unattainable goal of absolute safety, it appears more worthwhile to improve surveillance

systems in the post-marketing period to pick up possible hidden or unsuspected effects.

Since scientific data is never really final, NDA approval should take place at a point

where the public good suffers more from delay than from approval of the New Drug Application.

Planned monitoring, after marketing, should be recognized as a legitimate approach in the

best interest of patients.

(4) Use of "Outside"Advisors  - Outside consultants and expert advisory committees

can speed and strengthen the drug review process. Major progress has been made by the FDA

in this area in the last several years. The question of conflict of interest, which is frequently

raised must be balanced against the "conflict of disinterest" which can result from the selec-

tion of advisors who lack meaningful experience.

(5) International Drug Monitoring  - Various studies have shown not only that there are

long gaps in time between the introduction of drugs in other developed countries and in the

U.S., but also that there is little awareness about even widely used drugs from place to place.

It would therefore seem worthwhile to use an available international network to assemble

information on new drug developments and to circulate it in a systematic way. Thus periodic

checks could be made on the status of new drug introductions world-wide.
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In addition, there are legislative approaches, some relating to the "drug lag" and some

of a more general nature which we believe are needed as well. Among them:

(1) A Review of the 1962 Drug Amendments - In general, the 1962 Amendments to the

Food, Drug, and Cosmetic Act are sound and they had and have our support. But in their

wake a mood has developed which tends to encourage resistance to innovation, a mood that

may even endanger scientific progress. Thus an expression of public policy in favor of

innovation in health care would be most desirable. In our view, the time is fitting for a

thorough and objective public review of the legal and regulatory climate under which drug

research is conducted. This review should seek to highlight the objectives which the public,

the professions, the FDA, and the industry share, and to lend the weight of national prestige

to some changes in attitude or law that would help meet those ends and benefit the entire

Health Care System.

(2) Refinement of FDA Demands for Records and Reports  -The statutory authority given to

FDA requiring records and reports on clinical experience with new medicines is basically

sound. However, that authority has been interpreted so broadly that every manufacturer now

submits practically every report and every published article about every product which he

manufactures. The resultant duplicat:on of reports by multiple manufacturers on identical

drugs, and the glut of paper shipped to FDA, buries needed information in stacks of unread

material, thus subverting the intent of the law. In our view, only records and reports of

clearly significant experience should be sent to the agency. Existing legal provisions are more

than adequate to deal with any improper withholding of such information. Preferably, too,

an industry-wide system could be developed for the submission of published data on marketed

drugs through the facilities of the National Library of Medicine or other bibliographic services.
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(3) A Redefinition of the Term "Substantial Evidence" - Prescription drugs marketed

between 1938 and 1962 are subject to review and to the requirement that "substantial

evidence" of effectiveness be submitted. In addition, a new drug permitted on the market i n

the United States, is subject to later removal if new evidence regarding its effectiveness

causes concern. Much experience and knowledge accumulates with every drug in general

use. Yet under today's law this body of knowledge is given little, if any, weight in deciding

whether to permit the drug to remain on the market. Under the law and current FDA regula-

tions, if a drug becomes suspect in FDA's opinion, the same type of extensive testing required

to first market the product would have to be repeated in order to re-prove its effectiveness.

We urge an amendment which would recognize the opinions of qualified experts as

acceptable evidence in support of a product's effectiveness. This would place the emphasis

on the judgment of the experts and not simply on a specified type of evidence. The amend-

ment would not affect the initial review of a new drug in the original NDA process, but would

only apply to marketed products whose status, with respect to effectiveness, comes into question.

(4) Provision for Appeal of FDA Actions Stopping Drug Investigation  - At present, an FDA

decision to cancel an investigational new drug exemption, which in effect ends the investiga-

tion of that drug by the manufacturer, is not subject to any appeal. One court has concluded

that to question an adverse action by the FDA, a sponsor must file a full NDA and then apply

for a hearing when the NDA is rejected. That exercise wastes both sponsor and FDA resources,

and it could be avoided with the enactment of a rational legislative remedy providing for

appeal.

(5) Independent Review in the Case of Requests for Administrative Hearings  - Present

practice at FDA is to brand an administrative hearing on a dispute involving a new drug only

when such a hearing is considered appropriate by the agency. In effect, this procedure gives

42-665 0 - 75 - pt. 7 - 9
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one party to the dispute total control over its disposition. Fairness and order suggest another

procedure. We recommend an amendment to the law that would permit an independent expert

panel to review the scientific issues in such cases, with appointment of the review panels by an

appropriate prestigious scientific organization. Such a mechanism would resolve disputes

effectively at the informal inquiry level and make formal hearings unnecessary in most cases.

This method for resolving scientific issues is already a part of the law with respect to

pesticide, chemical and color additive petitions and, where employed, it has been quite

effective.

Each of the recommended proposals, standing alone, may not loom as of paramount

significance. But taken together, they comprise a program that could, in our opinion,

effectively advance drug therapy as an even more integral, high technology factor in the

nation's evolving health care system.

Mr. Chairman, this concludes our formal presentation. We will be glad to answer

questions.

Attachment
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Senator KENNEDY. Our next witness is Dr. Schmidt, who is the
Commissioner of the Food and Drug Administration.
Dr. Schmidt, we want to swear you in as we swore in the other

witnesses.
Do you swear to tell the truth, the whole truth and nothing but the

truth, so help you God?
[Alexander Schmidt and J. Richard Crout answered affirmatively.]
Senator KENNEDY. Dr. Schmidt, as I am sure you are aware, we

heard some extraordinary testimony yesterday by a number of the
employees that were subpenaed by this committee. They did not seek
us out. We sought them out. Their statements and comments, as I am
sure you are aware, indicated harassment in the Food and Drug
Administration when they made decisions that were contrary to the
pharmaceutical industry's interest. They talked about pilfering of
their files, directions to change memorandum and being excluded
from meetings. They said that advisory committees in many instances
upheld their scientific findings. We heard from members of advisory
committees who felt they as well were harassed and inopportuned,
to put it gently. Then the point was made by all that they had been
transferred out of their primary areas of training and competency to
work in other areas.
These are exceedingly, serious allegations, and that is why we are

glad to have you up here this morning to make what comments you
will on any of the testimony that we heard yesterday and any other
issues on which you want to comment.

STATEMENT OF ALEXANDER McKAY SCHMIDT, M.D., COMMIS-

SIONER, FOOD AND DRUG ADMINISTRATION, HEW; ACCOMPA-

NIED BY J. RICHARD CROUT, M.D., DIRECTOR, BUREAU OF

DRUGS, FDA; AND WILLIAM W. VODRA, OFFICE OF GENERAL

COUNSEL, FOOD AND DRUG DIVISION, HEW

Dr. Sciumrr. Thank you, Mr. Chairman.
Before I begin, I would like to introduce my colleagues. On my right

is Dr. J. Richard Crout, Director, Bureau of Drugs; and on my left
is Mr. William W. Vodra, a member of the Office of General Counsel.
I am pleased to appear before the subcommittee this morning for

essentially the same reasons you just mentioned. Yesterday you said
that you considered these hearings of prime importance; I agree. You
said that the American people depend on the FDA to assure the
safety and effectiveness of their drugs; I state that the FDA can
warrant that trust. You said that the purpose of these hearings was
to sort out the facts; I believe we can contribute to that important
goal.
Mr. Chairman, with your permission, my remarks this morning will

be completely different from the formal testimony submitted to you;
the reason needs to be explained.
I would add that I tried to have what I am about to say typed up

this morning hurriedly and that there are typographical errors in
it, and for this I apologize.
Senator KENNEDY. You will be able to make whatever changes are

needed for the record.
We will include your other statement in the record if you so desire.
Dr. SCHMIDT. I would wish that the formal statement be put in.
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Senator KENNEDY. It will be done at the conclusion of yourtestimony.
Dr. ScHmnyr. While we received no written invitation to this hear-ing, we were told by your staff that the subject was to be connotedby the words, drug lag. We have therefore prepared a carefullydocumented and, I think, excellent statement of our position in regardto the so-called drug lag.
I learned early this week of your intention to subpena FDA em-ployees as witnesses, and heard yesterday afternoon something of thetestimony you received from them. Last night and this morning Iread the wire service stories and articles in newspapers. I then decidedI must speak on the issues at hand, rather than those in mytestimony.
Senator KENNEDY. I must say that the testimony heard yesterdayrelates to the availability of drugs to the public and so therefore, itis related to the question of drug lag, but continue.Dr. SCHMIDT. My prepared testimony deals with the number ofnew drugs approved in this country, as compared to the number ap-proved elsewhere. It discusses the reasons for the existing differencesin these numbers.
It gives our answer to the questions of whether or not there is adrug lag, and whether or not any lag is serious and needs attention.My testimony thus concentrates on the results of our decisions, nothow we go about making our decisions, so I would agree that the twosubjects are certainly intimately related, and what I will say thismorning relates more directly to the subjects touched on yesterday.I hope that at a later time we can return to the subject of my pre-pared testimony because I think it is important and relates to some ofwhat was said earlier today.
It occurred to me as I read the wire and newspaper stories that itwould be tragic indeed if public confidence in the FDA or the moraleof thousands of dedicated FDA employees were in any way under-mined by the testimony you received yesterday from 11 individualsselected by your staff after they had searched through our files.
I am reassured by the knowledge that you, the press, and the Ameri-can people all know that the FDA is, and perhaps should be, constantlyin the middle of controversy. Everyone also knows that one does notfairly draw any conclusions from hearing only one side of a con-troversy.
Mr. Chairman, as you pointed out yesterday, one side of this con-troversy charges that FDA officials approve drugs that are too toxicfor the American market, and then apparently rage against anyonewho tries to hold the drug back.
The other side of the controversy charges the same FDA officialswith keeping off the market drugs that would be valuable additions

to the therapeutic armamentarium of the American physician.
The first point everyone should appreciate is that the drugs both

sides are talking about are one and the same; which points up the
dilemma nicely.
Senator KENNEDY. I do not understand your dilemma, Mr. Commis-sioner, quite frankly. One side has a special interest in getting the

drugs out on the market, and that is the pharmaceutical companies,
and as interested as they are in the health of the American people,
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they are also in it to make a profit on it. Is that one side of the
dilemma?
Dr. SCHMIDT. No.
Senator KENNEDY. And combined with that are physicians who want

to be able to prescribe as they want to without any kind of interference.
Now the other side is that your agency is supposed to protect the

public interest. That is not the other side of the dilemma because
your first interest ought to be as charged by the Congress and the
statute—the safety and the efficiency of drugs, as they relate to the con-
sumer's interests. So how do you say on the one hand we have black
and on the other hand white, and therefore we have to do something
in between?
Dr. SCHMIDT. Well, I can answer that in two ways. Perhaps it would

help if I had before me your statement of yesterday—well I thought
I was paraphrasing you in pointing up the dilemma. In your statement
yesterday you said that on the one side there are those who feel that
the FDA is holding back valuable drugs and on the other side are those
who say that the FDA is permitting dangerous drugs to be on the
market.
The only point I am making is that you accurately described a

dilemma and, that is, that two different viewpoints are talking about
the same drug. That is the sole point I am making.

Senator KENNEDY. The fact that dedicated scientists felt pressure
from the drug companies all the way along the line, that as a result
of direct pressures from drug companies they were harassed, they had
their memoranda and scientific testimony altered, that is the thrust of
the testimony. Now that is an entirely different issue from attempting
to assure the safety and efficacy of drugs for the public interest. That
is what your department is supposed to do. The testimony of yesterday
indicated that the power and the influence of the drug companies was
the most powerful influence that these dedicated, eminent scientists
were facing.
That is the dilemma. That is the point I would hope you would ad-

dress this morning.
Dr. SCHMIDT. I think we can and will talk to that issue.
Senator KENNEDY. Fine.
Dr. SCHMIDT. The second point to be emphasized is that, by and

large, both sides appear to me to be acting in good faith from an hon-
estly held opinion, and that includes the individuals who were before
you yesterday. It is also noteworthy that the majority of those who
think there is a drug lag are the physicians of this country; they are
opposed often by rigorous toxicologists.

It is quite ironic, Mr. Chairman, that one week the House of Dele-
gates of the American Medical Association can vote to seek repeal of
the 1962 amendments to the drug laws, because the FDA impedes the
release of new drugs; a week or so later the Journal of the American
Medical Association carries an editorial by a well-known cardiologist
who castigates the FDA for keeping valuable antihypertensive agents,
including propranolol, off the American market. A week or so later,
we are accused here in your hearing of flooding the market with dan-
gerous drugs, including propranolol.
If one side says black, and another says white, and I have to choose

one or the other, then I am obviously in trouble, especially if the truth
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is really a shade of gray. That is not to be interpreted as an over-simplification.
.Senator KENNEDY. You say you were accused of flooding the marketwith dangerous drugs. I sat through the whole hearing yesterday anddid not hear that allegation made. There were many others, but notthat. It seems to me that FDA is not balancing industry interests withthe public interest. It always comes down in favor of industry.Dr. Scintrwr. You are clearly assigning white hats and blacks hats,and I am not prepared right now to do that.
Senator KENNEDY. I am not. I am assigning the white hats to theFDA. I think they ought to be the ones that make the decisions andnot be adversely influenced by the drug companies. That is whatI am saying.
Dr. ScHmurr. I certainly agree with that.
Senator KENNEDY. But what we heard yesterday was that the powerof the drug companies had great impact on the decisions that werebeing made.
Dr. Scrukinyr. I would hope in a few minutes we could spend sometime on the process now in existence so that we could discuss how theinfluence might or might not be laid on our officers.
Senator KENNEDY. All right.
Dr. Scummer. It has been my repeated observation that those whotake one side or another of this controversy often take an extremeposition, and this is understandable. Some seem to want little or nodrug regulation, and others seem to want few or no drugs.It has also been my observation that people try to do their jobswell. It is natural and proper for a toxicologist to be more concernedabout toxic effects, and to emphasize such to the general populace,than to agonize over the balance of a benefit-risk equation. It is obviousthat some drugs, risky as they may be to some, may be lifesaving to asmall but finite population.
Senator KENNEDY. That was not by and large the drug we weretalking about yesterday, but you may proceed.
Dr. SCHMIDT. Well, I had the disadvantage of not having beenhere yesterday, but I am told that yesterday it was implied, if notstated explicitly, that FDA held to a dual standard with regard torecommendations of reviewing officials, paying more attention to nega-tive views. Mr. Chairman, yesterday you gave evidence of concern anddistress over this, and I must reassure you. We have no dual standard.Every citizen, private or corporate, has a right to petition his Gov-ernment. If the Government grants the petition, it is obvious that allparties agree, and there is no controversy. But I look upon the denialof a petition as another matter, worthy of our best care and attention,and that includes review of controversy. I do not want any single in-dividual denying Mr. Ralph Nader's petitions to us, or your petitions,or industries'.
I became Commissioner of Food and Drugs 13 months ago. Ibrought with me some strongly held beliefs, which I am determinedto see guide the FDA in its operation. I found that Dr. Crout sharedmy beliefs, and I appointed him Director of the Bureau of Drugs.
In conversation with Dr. Crout, in appearances before the Bureau of

Drugs personnel, in testimony elsewhere, in speeches, and in othersettings, I have verbalized an written FDA policy that will, at least
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during my tenure as Commissioner, have to be followed. Some of the
policies were begun by my predecessors in office, but that is irrelevant
to my enforcing them now.

Since the policies relate directly to how the FDA operates, they are
relevant to yesterday's discussion. I would like, therefore, to state my
beliefs and the resulting policies, explicitly, once again. And I know
that what I am about to say really speaks directly to one comment
you made this morning, that the charges yesterday depict a closed
system of drug review with little or no public accountability or input.
That does not pertain, and I hope we can talk about that, to the
situation that exists now.

Senator KENNEDY. Let's talk about it right now. Let me give you
an example of what we and some of the witnesses were concerned with
yesterday.
This is a memorandum dated May 16, 1974. Your reservations and

those of Dr. Bryant concerning the lack of raw data are noted. I
• would appreciate it if Dr. Bryant nevertheless would update his

summary as requested by Dr. Belton in his memo of April 26, 1974,
as though he were willing to accept the published reports as being
totally accurate and reflective of raw data.
This appears to me to be a memorandum indicating FDA knows

that someone who is doing staffwork wants the raw data, but gives
an instruction that he will accept the published reports as being totally
accurate and reflective of the raw data.
Here is a memorandum to the Commissioner from the director

executive secretary, dated December 1, 1972, regarding a staff meeting
with the Commissioner of the Bureau of Drugs.
I will submit all of these memos for the record. But point No. 3 says:

"The Bureau has adopted the policy of destroying verbatim tran-
scripts of advisory committee meetings as soon as the summary
minutes have been approved by the committee."
Here is a memorandum in 1973 from Mr. Belton to Dr. Bryant. I will

make this a part of the record.
Third paragraph: "Attached to this memo is a copy of the official

minutes of the advisory committee. This should be inserted into the
IND, and your own copy of the minutes ought to be removed."
These are written memorandums that substantiate and support the

eloquent testimony of people who have worked in your agency for a
number of years, about what is happening.•
I am interested in what comments you want to make.
Dr. SCHMIDT. With your permission, I would like to take a very

few minutes and draw some general policy orders that I have laid
out that now guide what this agency does. Then I would return to•
the specific question because I would like to lay this out as a kind of
preamble—which we are fond of—laying out to the specifics.
Senator KENNEDY. Whatever way you want to proceed.
Dr. SCHMIDT. Very explicitly, first, to the fullest extent possible,

FDA decisions must be based on scientific evidence, not personal
prejudice.
Second the scientific evidence we use must be sound and must be

accurately analyzed and evaluated.
Third, the arguments used by the agency in decision making must

begin with truthful premises and proceed in a logical and valid
fashion to sensible conclusions.
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Fourth, whatever we do must be subject to peer, and public, evalu-
ation. Mr. Chairman, part of the bedrock of excellence in science is
peer review, as you well know. Holding one's work up to the harsh
light of public exposure is an integral part of scientific integrity.
. The FDA is not playing poker, wherein holding one's cards close to

his vest is both proper and wise. The FDA must, to the extent allowed
by law, Jay all of its cards face up on the table.
I am insisting that we be able to explain, openly, honestly and well,

what we do, why we are doing it, and what the bases are, scientific or
otherwise, for our doing it.
The FDA is engaged in vitally important public business, and the

public must be a part of it. I think so, and several prestigous groups
evaluating the FDA in years past have so advised us.
. Senator KENNEDY. Let me quote from the following: "I am insist-
ing that we be able to explain openly, honestly, what we do, why we
are doing it, and what the bases are, scientific or otherwise,". What
does "otherwise" refer to?
Dr. Scinturr. The Food and Drug Administration, we have tried to

establish, is a scientific regulatory organization whose business it is
to protect the public in a variety of ways. Scientific evidence, and the
application of it, is a principal basis. Others are regulations, the law
education, both public and professional—there are many bases for
taking action. Our preambles, for example, are trying to lay out not
only the scientific, but also the other bases of our regulatory action
and explain what the philosophy is. We devoted considerable time
to that Wednesday morning in regard to the vitamin-mineral regula-
tions in which part of the basis was scientific, but part was regulatory
and philosophical—that is what I mean. Because of our desire for
an open and public review of what we do and how we do it, we have
established advisory committees to me, and advisory committees to
the Bureau of Drugs. The latter are our professional peers, appointed
because of their eminence. They are to advise us, to monitor us, and
to help us achieve the wisdom and balance necessary for our proper
functioning.
• I will insist that our scientific reviews lay out, in precise detail, the
safety and efficacy issues involved with a drug, or a food additive, or a
medical device—and do it accurately, well, even elegantly.
And then I will insist that our reviewing officers be willing—no, be

desirous—of subjecting their work to review by competent and quali-
fied peers, or by an advisory committee, or by me.
This is as it must be. Our work is far too important to depend on

the evaluation of any one person. In point of fact, our decisions must
depend on the widest and best advice we can find, for the issues usually
are not, contrary to what you might hear, clear-cut and universally 

iheld. This includes opinions about the toxic potential of drugs. Nor s
the truth lodged always with one person. Now these policies I have
laid out; I have laid out explicitly to the personnel in the administra-
tion.
If anyone is unwilling or unable to abide by these policies, I will find

someone else who is. If anyone believes it wrong that advisory com-
mittees, or bureau superiors, or other competent peers be asked to re-
view scientific work, I will find others who believe it entirely proper.
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Senator KENNEDY. Those are fine sounding words and certainly
I am sure represent the ideal, but they are just not being lived up to at
the present time.
For example, we had testimony yesterday from Dr. Apter who

said: "With respect to propranolol, since we have gone specifically on
record as not recommending propranolol for angina, and yesterday I
saw a letter signed by Dr. Crout and dated September 4, 1973, and
sent to Ayerst, saying that the advisory committee had recommended
the drug for angina."
Then I asked: "This is misrepresenting your conclusion ?"
Dr. Apter said: "It misrepresented the advisory committee's de-

cision, yes."
Dr. SCHMIDT. If I could say two things. First, I must agree that in

times past there may have been instances in which pressure was applied
or something happened. The charges that were made are terribly
important. I agree with you. I assure you that, given the specific in-
stances, we will investigate these, and I would welcome your com-
mittee's oversight of my investigation. At least two of the charges
that were aired yesterday have been subject to formal investigatory
procedures consistent with Civil Service regulations.
The issues that I can speak to are the procedures being followed now

in the instances that may have occurred recently. The second point I
would like to make is that events can be interpreted differently by
different people and it is clear to me that in some of the instances that
were put before you, people chose to interpret what happened in one
way, and I believe that other interpretations are equally valid. I would
beg of you not to draw conclusions on the basis of one interpretation
of an event.
Now to be specific about Dr. Apter, the conclusion you drew is, from

the evidence I have, wrong.
What she said to you is wrong in that we had the decisions reviewed

and we had the committee's opinion on the drug which, I believe,
differed from Dr. Apter's opinion.
Now this was in point of fact the subject of a full congressional

hearing. There was an extensive hearing on this. Dr. Crout may be able
to clarify very quickly for you that last example you brought up, if
you wish.
Dr. CROUT. The Cardiovascular and Renal Advisory Committee

voted 4 to 1 to approve propranolol for angina pectoris. The one was
Dr. Apter, dissenting.
We will be happy to supply the memoranda, minutes, whatever you

might like, to document the committee's recommendations to us, the
recommendations that came to me.

• [The information referred to follows:]
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ADVISORY COMMITTEE RECOMMENDATION CONCERNING

USE OF PROPRANOLOL FOR ANGINA PECTORIS

Attached are documents provided by the Food and Drug
Administration to substantiate that the Cardiovascular
and Renal Advisory Committee approved the inclusion of
angina on the label of propranolol, by a vote of four
to one. These documents are:

1. Excerpts of transcript of the April 13, 1973
meeting of the Advisory Committee showing its
decision with respect to propranolol for angina.

2. The minutes of the closed session of the April 13,
1973 meeting of the Advisory Committee.

3. Memorandum to the file dated March 18, 1974,
for NDA 16-762 concerning Approval of Propranolol
for Angina Pectoris, by J. Richard Crout, M.D.,
Director, Bureau of Drugs.

The issues involved in FDA's approval of propranolol for
angina pectoris has already been fully explained in extensive
and detailed hearings held earlier in 1974 by the Subcommittee
on Intergovernmental Relations of the House Committee on
Government Operations. The record of these hearings provides
a full public record of this decision, and includes the entire
transcript of the advisory committee meeting in question
beginning on page 296. We have also provided the staff of the
Subcommittee on Health of the Senate Committee on Labor and
Public Welfare with a copy of this transcript. At the House
hearings, representatives of FDA conceded that the minutes of
the closed session of the April 13, 1973 Advisory Committee
meeting were inadequate. However, the Food and Drug Admini-
stration believes that review of the transcript of the meeting
clearly shows that the Advisory Committee voted to approve
propranolol under certain conditions for use in angina pectoris.

The Agency's procedural regulations will provide more
guidance to the executive secretaries of FDA advisory
committees as to the appropriate amount of detail in
minutes. Pending promulgation of these procedures,
the Commissioner has issued a memorandum establishing
interim procedures for the development of minutes by
executive secretaries of Agency advisory committees.
This memorandum is attached.
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DR. WARREN: * * *

Let me try my thing here. Let's just take two or

three sort of straw votes. They're really votes though.

Is there anybody here that wants to recommend to

the FDA that an unqualified addition to the indications for

the use of this drug be added to -- be approved and added to

the package insert, that it is to be used in angina -- sort

of "period"? Does anybody want to do that?.

DR. WESSON: How would you phrase that?

DR. FEIGL: Wpit. He's going to give us the

options. How many options have you in mind?

DR. WARREN: I thought everybody would just say

that they don't want to do that.

DR. WESSON: You say "unqualified"?

DR. WARREN: Unqualified.

The two options then are that we want to make a

qualified statement pointing out the frailties of the evi-

dence and pointing out some of the restrictions on its use

-- that would be option Nc. 2 -- and option No. 3 would be 
to

in effect stick with the earlier decision, thereby re
commend

.no change in the package insert.
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DR. WESSON: I think that it should be allowable

for the symptomatic relief of angina without recommending

it. By recommending it would be to come to the point of

view that that should be the first drug of choice, which

some people would recommend.

DR. WARREN: This would be how you'd write it up?

DR. FEIGL: Too much semantics.

DR. WARREN: This is how you'd write it up?

Okay. You have got three choices. Is anybody in favor

of the sort of unqualified listing of this as an indication?

(No response.)

Let me go to the other end. How many here feel

that with the evidence at hand, these papers and everything,

that we should stick by the earlier decision to say there

is inadequate evidence to make a judgment and therefore

angina should be -left out of the list of indications?

DR..APTER: Pending further evidence.

DR. WESSON: I think there is an enormous but

not yet measured element, a glorified placebo and the use

of propranolol for angina.

DR. APTER:, In fact, you said a lot of people

feel better with propranolol. A lot of people feel better

with the placebo.

DR. WESSON: Now, part of the benefit from a

placebo is the enthusiasm with which the physician
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prescribes it, emphasizes it, "This is s potent drug," and

the patient that has all this nice feeling all over, he

knows he's getting a potent drug. And the physician knows

when he's giving propranolol and when he's giving the

mannitol tablets.

And I think that when you have extreme enthusiasm

on the part of the physician giving a drug and he can

point to that scientific rationale for it, you're going to

have an immense benefit.

DR. WARREN: I'm just trying to get you to bite

the bullet and say you either want to have no change in the

package insert or

DR. WESSON: I'm a great believer in the laying

on of hands when the patient feels better. Let's put it

that way.

DR. FEIGL: He wants you to raise your hand at.

one of three.

DR. WARREN: All right. Let's take a vote.

There is not support for an unqualified statement, is there?

DR. FEIGL: Okay, just call for the vote.

DR. WARREN: Let's vote for two things:

(a) That we recommend the FDA not change the

package insert until more evidence is in.

Or the alternate is going to be some sort of

qualified statement about the use of the drug in angina b
e

42-665 0 - 75 - pt. 7 - 10
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Okay. How many favor no changes in the package

insert?

(Dr. Apter raised her hand.)

DR. WARREN: One vote. Dr. Apter.

How many favor an addition to the package insert

mentioning angina in a qualified way?

(Hands raised by Dr. Feigl, Dr. Fowler, Dr.

Wesson and Dr. Warren.)

DR. WARREN: Well, that carries. I think, if I

may say, the :split vote shows the two views about it.

DR. APTER: Not really split, but may I say that

here is a situation where you as a scientist said we should

not have this in the package until we had more evidence,

and you got no more evidence but you got pressure from

physicians who had been using it illegally, and that has

influenced you. Am I saying it correctly?
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DR. WARREN: So let me summarize just so we under-

stand it, and then you decide if this is how we 
want to

leave it.

First of all, we have taken a vote, and it came

out I think 4 to 1 in favor of recommending the int
roductior

of a statement under the indications segment on the
 package

insert in a qualified way mentioning the use of the
 drug

in angina pectoris.

I carefully avoided saying "recommending the

use."

The qualifications would relate that we in

general didn't think it was particularly useful 
in mild,
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infrequent angina, and that there should be a particular

caution,in people who have had heart failure.and maybe some

other thinks that we will think of when we write up these

statements.

That's the second, the real action of the

committee.



2965

FOOD AND DRUG ADMINISTRATION

BUREAU OF DRUGS

MINUTES

Tenth Meeting (Closed Session)

FDA Cardiovascular and Renal Advisory Committee

Conference Room A
Parklawn Building
Rockville, Maryland
Friday, April 13, 1973

The meeting (closed session) was convened at 1:10 FM. Dr. James

V. Warren, Chairman, presiding.

Committee Members Present:

Dr. James Warren
Dr. Lawrence Wesson
Dr. Noble Fowler
Dr. Eric Feigl
Dr. Julia Apter

Committee Members Absent:

Dr. Edward Frohlich
Dr. Wilbert Aronow

FDA Staff Present:

Dr. Edward Belton
.Dr. John MacGregor - Executive Secretary

The committee considered the data available to it from studies, from

the literature, and from the material presented in the open session.

The committee concluded that these data establish. that propranolol is
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safe and effective under certain conditions of use for the treatment

of angina pectoris.

The committee felt that more information was needed to further establish

the definitive role of propranolol in the treatment of angina pectoris.

However, the extent to which the drug is now used by physicians in

angina leads the committee to accept its use under well-defined label-

ing conditions. The committee will prepare written reports reflecting

these labeling conditions which will aid the division in writing the

labeling.

No date was set for the next meeting - such to be determined later.

These minutes have been reviewed and approved by the committee chair-

man.

,.4..14./Gle--cc.u...-

-N J. B. MacGregor, M.D.
Executive Secretary
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Mi'.OR4NDUM,

TO The File for NDA 16-762

FROM Director •
Bureau of Drugs, HFD-1

Approval of Propranolol for Angina PectorisSUBJECT:

•

DEPARTMENT OF HEALTH, EDUCATION, AND AVELYARV,

PUBLIC III'..\!,111 SERVICE

FOOD AND DRUG ADMINISTRATION

DATE: March 18, 1974

At hearings before the Subcommittee on Intergovernmental Relations,

Mr. L. H. Fountain, Chairman, held on March .7; 12 and 13, Mr. Fountain

and his staff challenged the FDA to identify the adequate and well-controlled

trials supporting the safety and effectiveness of propranolol for angina

pectoris. According to their reading of the record, the Cardio-Vascular

and Renal Advisory Committee reviewed a package of 33 published clinical

studies submitted by the firm and was unable to locate any which they con-

sidered to be adequate and well-controlled. Nevertheless, the committee

recommended at its meeting of April 13, 1973, that too drug be labeled for

use in selected patients with angina pectoris.

Subsequently, Dr. E. D. Belton, Director of the Division of Cardio-.Renal.

Drug Products, recommended approval of propranolol for selected patients

with angina pectoris. His "Summary of Basis of Approval" -included the

following statements: "The labeling as outlined in this review reflects the

literature review and recommendations made by the Cardio Pulmonary

Advisory Committee.in their meeting of April 13, 1973. It also reflects the

conclusions drawn from the literature by the Division from the review of

the studies from the literature submitted in support of this indication.

Although every study submitted did not in each instance meet all criteria,

as a group they do provide evidence of a well-controlled quality to support

safety, and efficacy." The medical officer's review of the studies submitted

did not precisely identify by name any adequate and well-controlled clinical

trials. From this record the staff of the subcommittee drew the conclusion

that the FDA had approved propranolol for use in angina pectoris in the

absence of two adequate and well-controlled clinical trials meeting the

criteria outlined in 21 CFR 130.12.

1 disagreed with this characterization of the decision and was asked to

provide a memorandum for the record outlining my thinking as the respon-

sible public official with sign off authority for New Drug Applications.
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I am happy to provide such a memorandum. In my opinion, the package
submitted by the firm contains 13 adequate and well-controlled clinical
trials which meet the requirements of 130.12. In addition, there are nine
other studies which have only minor deviations from the regulations.
The specific references to these trials are listed in Appendix A. Twenty
of these 22 adequate and well-controlled trials provide evidence of effective-
ness, while two do not. Of the two which do not, an appropriate explanation
for lack of effectiveness is apparent in one, the study by Srivastava. In this
study, the first controlled trial ever conducted with propranolol in patients
with angina, the dose of propranolol used was too low, 30 to 60 mg. per day.
Subsequent studies have shown that doses of 120 to 360 mg. per day are
necessary. In the other study which failed to show evidence of effectiveness
(Aronow), the reason for this finding is not clear, and the author did not
conclude that the drug lacks effectiveness.

In citing these studies, I would make it clear that they all relate to the short
term use of propranolol in tilt treatment of patients with moderate to severe
angina pectoris. Most of these studies were conducted under double blind
conditions and were crossover in design. Some were single blind, the period
of treatment with propranolol was usually 2 to 4 weeks. Measurements
of effectiveness included exercise tolerance tests in some studies, subjective
evaluations (tablet counts of nitroglycerin, global ratings, etc.) in other
studies, and all of these types of measurements in a few studies. I would
also emphasize that not every one of these studies was perfect in its execution.
A number of investigators noted that patients developed slow heart rates when
on propranolol. Thus the attempts at blinding were not always totally successful.
Also, in some studies there were technical deviations from the regulations,
such as failure to describe precisely how the diagnosis of angina pectoris was
made or failure to state precisely the statistical test used in evaluating the data.
These deviations from ideality are common in all clinical trials and may be
considered "state of the art" problems. But they are insufficient to detract
from the fact that these trials were all well designed, reasonably well executed,
and adequate to demonstrate the point--namely that propranolol is effective
in relieving the pain of angina in short term trials lasting 2 to 4 weeks.

When the recommendation for approval of propranolol in angina pectoris was
sent to my office, I reviewed the transcript of the Advisory Committee meet-
ing of April 13, 1973, the medical officer's review, Dr. Belton's' Summary of
the Basis of Approval, and the studies submitted by the firm. I noticed that
neither the Advisory Committee nor the reviewing personnel had identified
specific well-controlled clinical trials but had instead chosen to state that the

•

0
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trials in totality provided substantial evidence of safety and effectiveness.
In reading over the trials it became apparent that they all related to the
issue of the short term use of propranolol in angina while the proposed new -
Indication related to the long term use of propranolol in angina pectoris.
Thus the proposed labeling for use in angina pectoris was in fact based on
an extrapolation from the data in these short term trials and from the
experience of qualified experts who spoke before the Advisory Committee
at Its meeting on April 13, 1973. While I did not review every study in
detail on that occasion, I reviewed a sufficient number to assure myself
that at least several adequate and well-controlled clinical trials were present
In the literature and had been submitted by the firm. Before signing off on
the application I did not record my thoughts in a memorandum because I was
basically concurring with the recommendation of the Division, albeit for
reasons in addition to those offered in Dr. Belton's Summary of the Basis
of Approval.

It literally never occurred to me that an outside party reviewing the files
of this drug application might infer from the remarks of an Advisory
Committee considering labeling for long-term use that the drug was literally
not effective at all in patients with angina pectoris. In retrospect, I can
,appreciate that someone unfamiliar with clinical research in cardiology
could gain that impression. It clearly would have been better to add a
memorandum to the files at that time indicating my views and the context
of the Committee's discussion.

In summary, the information supporting the safety and effectiveness of
propranolol for the treatment of patients with moderate or severe angina
pectoris is as follows:

1. The medical literature contains 13 adequate well-controlled
clinical trials which meet the requirements of 21 CFR 130.12
and nine additional trials with only minor deficiencies.
Twenty of these 22 adequate and well-controlled trials support
the safety and effectiveness of propranolol for short term use.

2. Widespread usage of the drug for angina pectoris during the
past several years in both the United States and abroad has
revealed that the incidence of congestive heart failure is not
as common nor as difficult to treat as was once feared.

•
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3. The labeling of the drug for use in patients with angina
meets a high standard of excellence and is supported by
adequate and well-controlled trials relating to short term
use and by the informed judgment of qualified experts.

4. Clinical trials are in progress to document further the
safety and effectiveness of propranolol in the long term
management of patients with angina pectoris. We are
prepared to modify the indication in any way depending
upon the results of these trials or any other new infor-
mation which may come ts-: light.

5. There are a large number of additional uncontrolled
studies which qualify as supporting evidence for this
indication.

J. Richard Crout, M. D.
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No.

Appendix A: PropranolO1 in Agina Pectoris

I. Studies considered as meeting the 'standards of 21 CF11,130.12

Firm's No.. Reference

1 - 3

2 5

3

4.

6

10

12

• KceIan, brit. M.
1:897, 1965

Ginn, JA MA ,
198:1214, 1966

6 Grant, Am. J. Card.,
18:361, 1966,

11 Gianelly, Ann, Int. Med.,
67:1216, 1967.

12 Harley, CMAJ,
99:527, 1968

15

18

19

23

24

26

28

Sandler, Brit, Med. J.,
3:224, 1968

Aronow, NEJM,
280:847, 1969

Battock, Circ.,
39:157, 1969

Golclbarg. Circ.,
40:847, 1969

Mizgala, CMAJ.,
100:756, 1969

Zsoter, Arch. Int. Med.,
124:584, 1969

Sandler, Clayton, Brit. M. J..
• 2:399, 1970
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13 31 Prichard, Brit. Heart J.
33:473, 1971 -

- H. Studies considered as having only minor deviation from t1 regulation

No. Firm's No. Reference

14 1 Srivastava, Brit.
2:724, 1964'

15 2 Gillam, Brit. M. J.,
2:337, 1965

16 4 Gillam, Am. J. Card.,
18:366, 1966'

17 Rabkin, Am. J. Card.,.
18:370, 1966

18 16 Shafquat, J. Parisian. Med. Ass.
18:117, 1968

19 20 Chhetri, Indian Heart J.,
21:273, 1969

20 ..27 Hvidt, Int. J. Clip. Ph.,
3:50, 1969

29 Seah, Far East M. J.
6:117, 1970

22 32 Prichard, Postgrad M. J.,
47:59, 1971
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Dr. CROUT. As Dr. Schmidt points out, there will be, when it eventu-
ally gets published, a full congressional hearing record devoted to this
issue.

Senator KENNEDY. With your indulgence, Commissioner, Dr. Apter
is here. Could she just make a comment on this?
Dr. SCHMIDT. Certainly.
Dr. AFTER. Yesterday—day before yesterday, not only did I see the

letter written by Dr. Crout, but I also saw the actual transcript of
the minutes of the meeting at which the advisory committee considered
propranolol. In those minutes several times Dr. Warren and other
members said, "We will definitely not recommend propranolol in the
use of angina. We will simply, in response to a request from Dr. Crout,
specify in what ways it should be used if physicians are using it. We
will not recommend it for angina."
I believe that was said at least three times by other advisory com-

mittee members, not me, that the decision to put in a recommendation
was unanimously rejected. What we voted was to tell physicians who
were using it a proper or reasonable way to use it, but certainly not to
recommend it.

Senator KENNEDY. That is from the minutes themselves.
Dr. APTER. The actual transcripts, not the minutes but the transcript

of the meeting of June 20.
Senator KENNEDY. I want to be accurate here.
This is Dr. Warren: "First of all, we have taken a vote. It came out

I think 4 to 1 in favor of recommending the introduction of a statement
under the indication segment of the package insert in a qualified way
mentioning the use of the drug in angina pectoris. I carefully avoided
saying 'recommending the use.'"
That is right out of the transcript.
Dr. Scumirvr. Mr. Chairman, the subject of the discussion, the deci-

sion in the instant case is—does something go on package insert? The
drug was approved and on the market.
Now, the issue that was before the Food and Drug Administration

was not the putting of the drug on the market, but rather the recogni-
tion of its use for this condition on the package insert.
Now, the statement you just read to me about the goals seems to

me to be very clear, that the committee voted to put that information on
the package insert; that, in effect, was the question.
You do know that much of what is thrown at us is that we do not

"approve drugs for certain conditions."
Senator KENNEDY. Did they recommend it for use in angina pee-

tons? Did they or didn't they?
Dr. CROUT. Well—
Senator KENNEDY. Yes or no?
Dr. CROUT. Yes. And the recommendation was to me. I want to

make clear that the Bureau Director is the official to whom the re-
sponsibility is delegated for approvals and nonapprovals. So the rec-
ommendation is to the Division, and the Division makes a recommenda-
tion to me. This is an internal recommendation.
I think there was no confusion about it, in my own mind, as I went

over the transcript and studies and it was coupled with our own evalu-
ation of studies, and my own personal evaluation of them.
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As I point out, we spent 5 days on this issue in another hearing andyou are seeing some of the reasons. We will continue if you like, butthere is an open record of the decisionmaking process on that drug.Senator KENNEDY. Could we get a copy of your letter that refers tothis? Did you not sign a letter, Dr. Apter ? Was some letter receivedfinally from Dr. Crout ?
Dr. AFTER. It was the letter of September 4, 1973. I believe it wouldbe with the rest of the transcript materials, and it was my under-standing that it says "To Ayerst," that the committee had recom-mended this drug for use in angina.
Senator KENNEDY. Do you have a copy of that?
Dr. CROUT. Not with me. I would be glad to—I assume Dr. Apteris referring to the approval letter we sent.
Senator KENNEDY. We can get a copy of that?
Dr. CROUT. Fine.
[The material referred to follows:]
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FDA APPROVAL OF PROPRANOLOL FOR USE IN ANGINA PECTORIS

Attached are copies of two September 24, 1973 letters from
Dr. Crout to Ayerst Laboratories in which notice is given
of approval for use of Inderal (propranolol hydrochloride) in
angina pectoris.

These letters do not mention the advisory committee's
recommendation. We can find no other letters in our files
to Ayerst Laboratories of any date discussing the action
of the Advisory Committee.

An FDA Drug Bulletin does discuss the approval of use of
propranolol and does mention the advisory committee. A
copy is attached.

•
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'AyersT.Laboratories
Division of American Home Products
Attention: Henry S. Perdue, Ph.D.
685 Third Avenue
Hew York, red York 10011

Gentlemen:

4 SEP 1973

,
Reference is,made:.to your supplemental new drug supplements dated June 20,
1973, and July 24, 1973 submitted pursnant to section 505(b) of the Federal
Food, Drug and Cosmetic Act for Inderal (propranolol hydrochloride) 10 mg
and 40 mg tablets. . . . .

'•. . . . . . •
Reference is also made to your additional :communication dated August 27, 19;

. .„ .
The,supplemental application provides for a'revispd package insert to reflpc
the new indication: "Angina Pectoris Due to .Coronary Atherosclerosis".

We have completed review of the supplemental applications. The changes
Proposed in the supplements are approved.

Sincerely yours.

J. Richard Crout, M.D.
Acting Director
Bureau of Drugs

COPY

-
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SP 4 1373
-Ayerst Laboratories
Division of American Home Products
Attention: Henry S. Perdue, Ph.D.
685 Third Avenue
New York, Hew York- 10017

Gentlemen:

Reference is made to your new drug application dated April 4, 1968
submitted pursuant to section 505(1)) of the Federal Food, Drug, and
Cosmetic Act for the preparation "Inderal (propranolol hydrochloride)
Tablets."

Reference is also made to your additional submissions dated June 19, 22,
1973, July 19, 1973, August 23, 1973, and the final printed form of the
revised package insert (August 1973).

We have completed the review of this application and have concluded that
the drug is safe and effective for use as recommended in the submitted
labeling. Accordin9ly, the application is approved. The enclosures
summarize the conditions relating to the approval of the application.

As indicated in your communication of August 23, 1973 you will preclear
your advertisements on the use of Inderal in the treatment of angina
pectoris. Please submit this in duplicate and send one of the copies
directly to the Division of Drug Advertising (80-330) with a copy of
the package insert.

-

Enclosures

Sincerely yours,

J. Richard Crout, M.D.
Acting Director

- Bureau of Drugs

copy

42-665 0 - 75 - pt. 7 - 11
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DRUG BULLETIN

FDA TO CORRECT
DIGOXIN PROBLEMS

FDA APPROVES CEA ASSAY KIT
FOR CANCER MANAGEMENT, DIAGNOSIS

FDA APPROVES PROPRANOLOL
IN ANGINA PECTORIS

WARNING RENEWED ON
ERYTHROMYCIN ESTOLATE
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FDA TO CORRECT
DIGOXIN PROBLEMS

This is to alert health professionals to new and
vital information concerning digoxin tablets.
The FDA has determined that some lots of

digoxin tablets may provide significantly lower
blood levels (i.e., be less bio-available) than other
lots because they are less well absorbed. Such lots,
therefore, are not therapeutically equivalent to the
better absorbed digoxin products.
The discovery of these bioavailability problems

has occurred because science has become more
sophisticated, rather than because manufacturers
have introduced changes. The problem has un-
doubtedly existed for a long time, but the recent
development of good methods for measuring
digoxin blood levels has enabled experts to rec-
ognize and define it properly.

Considerable research by universities, industry
and the FDA over the last two years has resulted in
sufficient data to permit steps toward insuring the
therapeutic equivalency of all digoxin tablets. The
first step was the establishment by the United
States Pharmacopeia on November 15, 1973, of a
new compendial standard for the dissolution of
digoxin tablets. FDA studies have shown that at
least 90% of digoxin tablets on the market already
meet this standard. The FDA is now initiating re-
calls, on a lot-by-lot basis, of digoxin tablets cur-
rently in the channels of distribution which do not
meet these standards. The products withdrawn will
be those with dissolution rates so slow that ab-
sorption is only 15 to 30% of the better absorbed
products. To insure that all tablets will in the
future meet the compendial standard, the FDA is
also instituting a lot-by lot certification program
for all manufacturers of digoxin.

Tablets of the following manufacturers are not
involved in the initial recall:
American Pharmaceutical Co., New York, N.Y.;
Burroughs Wellcome, Research Triangle Park, N.C.;
Davies Rose Hoyt, Needham, Mass.; Halsey Drug,
Brooklyn, N.Y.; Heather Drug, Cherry Hill, N.J.;
Ketchum Labs, Amityville, N.Y.; Lederle Labs,
Pearl River, N.Y.; Park Labs, Fredonia, Wis.;
Philips Roxane Labs., Columbus, Ohio; Rondex
Labs., Guttenberg, N.J.; Strong Cobb Amer (ICN
Pharmaceuticals), Cincinnati, Ohio; Tablicaps,
F r ankli nvil le, N.J.; Towne, Paulsen, Monrovia,
Calif.; Vita-Fore Products, Ozone Park, N.Y.;
Vitarine (Bryant Pharm.), Springfield Gardens,
N.Y.; West-Ward, Inc. Bronx, N.Y.; Zenith Labs,
Northvale, N.J.
As a consequence of the present FDA program:

1. All marketed digoxin products will
henceforth meet the new USP compendial
standards for dissolution.

2. Patients now taking a product with low

bioavailability will, at the next refill of their
prescription, receive tablets of greater (nor-
mal) bioavailability.
Such Patients, (about 10% of those receiving
digoxin) have an increased risk of developing
digoxin intoxication. Signs or symptoms of
intoxication, if they are to occur, should
develop within 1-2 weeks after the change to
new tablets.
Patients receiving above average daily doses
(more than 0.25 to 0.5 mg/day) of the low
bioavailability products are particularly at
risk. Pharmacists and physicians are urged to
reevaluate the digoxin dosage in such patients.

3. Patients receiving digoxin products not
subject to recall (about 90% of all tablets) are
not at increased risk and no special pre-
cautions are necessary. During this transi-
tional period of drug recall, pharmacists are
encouraged to keep a record of the lot num-
ber and brand of digoxin tablets dispensed as
a source of information for the physician.
To assist health professionals the FDA is also
establishing an information service in each of
its District Offices. As further analyses are
carried out, the list of products subject to re-
call may change; current information on the
recall status of each lot from each manu-
facturer will be available through this service.
Pharmacists may contact their State Boards of
Pharmacy as well for further information.

It should be pointed out that the FDA, at this
time, has preliminary information that digitoxin is
not necessarily free of bioavailability problems.
Studies on this drug are being pursued. Switching
of patients from digoxin to digitoxin (or digitalis
leaf) merely to avoid bioavailability problems is
not recommended. Further information, as it be-
comes available, will be brought to your attention.

FDA APPROVES CEA ASSAY KIT
FOR CANCER MANAGEMENT, DIAGNOSIS

The Food and Drug Administration has issued a
license to Hoffmann - La Roche, Inc. to market a
radioimmunoassay for carcinoembryonic antigen
(CEA). The assay is intended for use in the labora-
tory as an adjunct to established medical pro-
cedures for the management and diagnosis of
cancer.

The assay is a complex technique to quantitate
the level of CEA in blood. It is capable of meas-
uring nanogram (ng) (1 billionth of a gram)
amounts of CEA. The reagents for the CEA assay
are to be marketed as a kit and are the first bio-
logical substances in the category of in vitro cancer
diagnostic products to be approved by FDA's
Bureau of Biologics.

License applications for other similar types of
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CEA-Roche
(carcinoembryonic antigen assay)

Healthy Sublects

(No.) 0-2.5
ngiml

2.6-5.0
ng/ml

5.1-10
ng/ml

>10
ng/m1

Nonsmokers (892) 97% 3% 0% 0%
Former smoke's (235) 93% 5% 1% 1%
Smokers

Colorectal
Carcinoma

Pulmonary
Carcinoma

Pancreatic
Carcinoma

Gastric
Carcinoma

(620)

1544)

(181)

(55)

(79)

81%

28%

24%

9%

39%

15%

23%

25%

31%

32%

3%

14%

25%

25%

10%

1%

35%

26%

35%

19%
Breast Carcinoma (125) 53% 20% 13% 14%
Other Carcinoma
Noncarcinoma

Malignancy
Nonmalignant

Disease
Benign-Breast

(343)

(228)

51%

60%

28%

30%

12%

8%

9%

2%

Disease (115) 85% 11% 4% 0%
Rectal Polyps 190) 81% 15% 3% 1%
Cholecystitis
Severe Alcoholic
Cirrhosis

Active Ulcerative
Colitis

Pulmonary
Emphysema

(39)

(120)

(146)

1491

77%

29%

69%

43%

17%

44%

18%

37%

5%

25%

8%

16%

1%

2%

5%

4%

blood assay procedures that may be useful in can-
cer detection and management are being evaluated.

Prior to FDA approval of the CEA Assay pro-
cedure the firm carried out extensive studies which
involved examination of over 10,000 subjects by
investigators at more than 100 leading medical
centers and research institutions in the United
States, England and Canada. (A portion of the
study data is reproduced in the accompanying
table.) Results obtained were consistent with the
findings of other investigations, including those
conducted by the National Cancer Institute.

These studies show that an assay for CEA in the
blood can be useful for monitoring some patients
previously treated for cancer for signs of recur-
rence. The assay may also aid in the diagnosis of
certain types of cancers.
The limitations of the procedure as stipulated in

the FDA-approved package insert are as follows:
IT IS NOT RECOMMENDED AS A SCREEN
TO DETECT CANCER. CEA TITERS ARE
NOT AN ABSOLUTE TEST FOR MALIG-
NANCY, NOR FOR A SPECIFIC TYPE OF

MALIGNANCY. IN THE DIAGNOSIS AND
MANAGEMENT OF PATIENTS SUSPECTED
OR KNOWN TO HAVE CANCER, ALL
OTHER TESTS AND PROCEDURES MUST
CONTINUE TO BE GIVEN EMPHASIS. CEA
TITERS LESS THAN 2.5 ng/ml. ARE NOT
PROOF OF ABSENCE OF MALIGNANT
DISEASE.
For more detailed information read the full

package insert. Additional educational material will
be provided by the manufacturer.

FDA APPROVES PROPRANOLOL
IN ANGINA PECTORIS

The FDA has approved the use of propranolol in
angina pectoris. Because of concern on the part of
many physicians that this indication could have
been approved some time ago, the sequence of
events leading to approval may be of interest.

In 1970, the FDA's Cardiovascular Drug Advi-
sory Committee reviewed data submitted in sup-
port of this indication and recommended non-
approval. This judgement was based on a relatively
high incidence of congestive heart failure in the
trials reported at that time and on insufficient
evidence of efficacy.

Clinical trials to establish the long-term safety of
propranolol in patients with angina pectoris were
then begun by the drug sponsor. While these trials
are not yet complete, it has become apparent that
congestive heart failure is not as common as earlier
clinical trials had indicated. In view of this finding
and the accumulating evidence of efficacy from
well-controlled studies, the FDA's Cardiovascular
Drug Advisory Committee has now recommended
approval and the Agency has accepted the
recommendation.

Consequently, the package insert has been
revised to state that propranolol is indicated in
selected patients with moderate to severe angina
pectoris who have not responded to conventional
measures such as weight control, reasonable restric
tion of activity, cessation of smoking, and use of
sublingual nitroglycerin.

Propranolol appears to decrease anginal pain by
decreasing cardiac work and oxygen consumption,
but these benefits must be weighed against its
tendency to increase the left ventricular end dia-
stolic volume. Propranolol should be used with
great caution in patients with a history of heart
failure or evidence of cardiac enlargement. Con
comitant use of cardiac glycosides and/or diuretics
may be necessary in such patients.

In any patient the drug should not be continued
unless there is a clear increase in exercise tolerance
or decrease in anginal pain.

Propranolol should not be used as initial treat-
ment, when angina occurs only with considerable

Fr,
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exercise, or when angina is provoked only by situa-
tions which occur infrequently.
The drug is contraindicated in patients with

bronchial asthma, sinus bradycardia, second or
third degree A-V block, or overt heart failure.

Because there is no simple correlation between
dose or plasma level and therapeutic effect, treat-
ment requires careful titration and individualiza-
tion of dosage.

WARNING RENEWED ON
ERYTHROMYCIN ESTOLATE

The toxicity of all erythromycins has recently
been reevaluated by the FDA and its Anti-infective
Agents Advisory Committee. As a result of this
reevaluation, the FDA reaffirms to physicians the
fact that erythromycin estolate (ilosone) involves a
definite risk of hepatotoxicity (cholestatic hepa-
titis). Of the several available derivatives of
erythromycin, the estolate appears to be the only
one that is a hepatotoxic. The hepatotoxicity oc-
curs almost exclusively in adults.
The Committee also determined that the

erythromycins differ in absorption characteristics
and, therefore, in serum and tissue levels achieved
with the same dose. Erythromycin estolate, while
carrying the risk of greater toxicity, is on the

[11
FIRST CLASS

spondence should be addressed
to the Assistant to the Director
for Medical Communications,
Bureau of Drugs, BD-40, Food
and Drug Administration,
5600 Fishers Lane, Rockville,
Maryland 20852.

average more fully absorbed and produces more
consistent serum levels than other erythromycin
salts and erythromycin base.

The second edition of AMA Drug Evaluations
contains the following statement:

"Erythromycin estolate, the lauryl sulfate
salt of the propionyl ester of erythromycin, is
the only erythromycin ester associated with
hepatotoxicity. It can produce jaundice. This
reaction is observed most frequently in pa-
tients who have previously received the drug
but also may occur in those receiving long-
term therapy (10 days or more). The jaundice
appears to be a hypersensitivity reaction and
is reversible when erythromycin estolate is
discontinued. There may be accompanying
right upper quadrant colic and hepatic
enzyme changes suggesting choledocholithia-
sis. Other erythromycin preparations should
be used in preference to the estolate salt in
patients with preexisting liver disease or in
those suspected of having impaired liver
function."

The package insert for erythromycin estolate has
been revised to include a box warning of the hepa-
totoxic potential of the drug. Because this adverse
effect is much more common in adults, use of the
drug in adults should be limited to situations in
which it is clearly justified.
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Senator KENNEDY. Thank you very much, Dr. Apter.
I have not seen the September 4th letter, but it certainly seems to

me to support exactly what Dr. Apter has stated. It is just their bare
lack of volume.
Was that a closed meeting?
Dr. CRour. That portion was closed, yes.
Senator KENNEDY. Why was that?
Dr. CROUT. I would have to refer to Mr. Vodra for the section under

the law, but it was closed under one of the sections of the Federal
Advisory Committee Act, which we use to close portions of meetings
when decisions relating to approvals or nonapprovals are under
discussion.
Premature public disclosure of regulatory recommendations some-

times is not in the interest of the public, and when we make that judg-
ment, we close that portion of the meeting. We close it also when privi-
leged information is under discussion. Those are the only two reasons
a portion of the meeting is closed.

Senator KENNEDY. Why is it not in the public interest to have those
open?
What public interest is better served by not having open meetings?

Trade secrets are not being talked about?
Dr. CROLTT. Let me answer the question by saying today that portion

of the meeting would be open.
Mr. VODRA. As far as the law goes, well, no. The Advisory Committee

Act refers to the Freedom of Information Act for authority in clos-
ing meetings. Our interpretation, widely held in various agencies, is
that intraagency memorandum discussing policy recommendations and
policy alternatives being made to the decisionmaker, in this case, the
Director of the Bureau of Drugs, are exempt from disclosure under the
Freedom of Information Act and consequently the meetings leading
to such memoranda are also closed on that basis.
We generally try to open the meetings as widely as possible, but we

do allow for free discussions among the advisors, to discuss the alter-
natives that are available, before they take a vote on those alternatives.
Senator KENNEDY. What change in the law has occurred that would

make them open today where they were closed before?
Dr. SCHMIDT. The Freedom of Information Law specifies under what

conditions a meeting may be closed. It does not specify it must be closed.
We have the discretion to open meetings.
I believe the record is quite clear and the evidence is quite plain

that the Food and Drug Administration in the last year or so has
increasingly become an open agency. Dr. Grout just said the portion of
that meeting would be open, whereas befere it was not.
We are opening files; we are providing information.
At times we are going to companies and asking them to allow us to

release trade secret information in the interest of public informa-
tion and openness of the agency.

Senator KENNEDY. Are all the advisory committee meetings open
where trade secrets are not being discussed?
Dr. SCHMIDT. Right now all of the meetings have an open portion

and then generally are closed when trade secret information or regu-
latory matters are discussed.

A,
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Very often there is no request for anyone from the outside to come
and nobody from the outside is there, and then really the issue of open-
ness is moot.

Senator KENNEDY. I am trying to find out what public interest is
served other than the protection of the trade information, trade se-
cret information. What regulatory matters I think is the way you
used it. You said trade secrets or regulatory matters, therefore it is
closed.
But outside the trade secret matters, what public interest is served

by having those meetings closed?
Dr. ScHmirvr. We are adopting a policy that all meetings will be

open except those that discuss matters that are to be kept confiden-
tial by law and a few other areas at my discretion, which would in-
clude as an example a discussion by agency officials of a regulatory
stance that might impact heavily on the stock market. Certainly it
would not serve the public interest for some discussions about some
matters that are not trade secrets, but are regulatory matters to be-
come the subject of speculation, and so on.
Senator KENNEDY. What matters would be so momentous that they

would have such an impact on the stock market?
Dr. SCHMIDT. Well, certainly discussions of alternatives for the re-

quirements, for demonstration of safety and efficacy of the law. Our
regulations specify what must be done, what the criteria and stand-
ards are.

Senator KENNEDY. Right.
Dr. SCHMIDT. Tough stance versus something else.
We have seen much speculation about Alka Seltzer recently, with

fluctuation of the morale of Miles. That is a concrete example, I
suppose.

Senator KENNEDY. Can't the stock market not stand the kind of
discussions that would take place about questions of efficacy or safety
on a particular drug?
Dr. SCHMIDT. Well, it is my decision, and it will remain that, sen-

sitive regulatory matters that are in a stage of discussion wherein
we are exploring alternatives will remain a matter within the agency.
We have no way of knowing which way something could go, and no
useful public good would be served by discussion of these alterna-
tives. That is in my opinion entirely appropriate.
I would like to remind the committee that our new freedom of in-

formation regulations go far toward opening up the agency. We have
been publishing in the Federal Register procedural regulations that
specify how we go about doing our business and how the public, how
anyone can have access to the agency and communicate with the
agency. These are terribly important and are on the record.
We are otherwise establishing policies for the keeping of minutes,

tape recordings, and other records. A prime example of my difficulty
with some of the things you read just a minute ago is that a policy was
being established by the Bureau of Drugs for the destruction of tape
recordings. Now, that was a discussion that was held, I believe, prior
to my becoming Commissioner, prior to Dr. Crout's becoming Direc-
tor of Bureau of Drugs. And we would like to state now the policy is
that none will be destroyed, and we have destroyed none.
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So that is an error. That also has been the subject to a hearing andthere is ample public record on that particular memorandum.Senator KENNEDY. Do you have copies of memoranda that yousent around to the various departments indicating that?Dr. ScHmmer. There is Bureau policy explicit at this point. I be-lieve we have—
Dr. CROUT. That memorandum that you read was not really amemorandum. It was notes of meetings. It was never implemented.Senator KENNEDY. Sorry.
Dr. CRotrr. That was a—
Senator KENNEDY. It says "memorandum" at the top.Dr. CROUT. That did not initiate policy is What I am saying. Thatpolicy in those notes was never initiated. It is an error.Senator KENNEDY. You mean it was sent out and then not imple-mented?
Dr. CROUT. It was not sent around the Bureau. It was never sentaround the agency.
Senator KENNEDY. Well, it says the Bureau had adopted the policyof destroying verbatim transcripts.
Dr. CROUT. That is an error. We never did so, and do not—neverissued a directive to that effect.
Senator KENNEDY. Why would Mr. Brisson write that?Dr. CROUT. Well, I think you might appreciate the possibility oferrors, mistakes.
Senator KENNEDY. Do you have any memorandum that have goneto any of the agencies that set out different policies, either that youtalk about or that the Commissioner has talked about.Dr. CROUT. No, we have a policy that we will maintain the records.That has always been the policy and that is what it is now. Whetheror not there is a Bureau directive to that effect, I do not know. Thereis a verbal one from me to our committee management office.Senator KENNEDY. You say it is a policy and the Commissioner saysit is policy, but it is certainly not being followed in the exampleswe heard from testimony yesterday.
Dr. CROUT. It is being followed. You have no knowledge of specificexamples that I am aware of of destruction of tapes of advisorycommittee meetings.
Senator KENNEDY. I know the witnesses did. They spoke about it.And you have not presented any evidence here nor has the Commis-sion that rebuts that, except that you say it is not happening.Mr. VODRA. Would you like us to deliver the transcripts of all theadvisory committees?
Senator KENNEDY. I would like the minutes of any briefings of anyagency people stating it is policy. Can you supply that?
Dr. SCHMIDT. Yes, sir, I can supply minutes of meetings and amemorandum subsequent to the discovery of that particularmemorandum.
[The material referred to follows:]
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FDA POLICY CONCERNING RETENTION OF TRANSCRIPTS

OF ADVISORY COMMITTEE MEETINGS

The appended documents provide background information concerning the
Food and Drug Administration's policy with respect to the retention of
transcripts by advisory committees and indicate the Agency's policy that
transcripts of committee meetings shall not be destroyed.

The Food and Drug Administration fully agrees that FDA advisory committees,
as well as Agency employees, should be provided comprehensive and written
guidance as to FDA policy on development of minutes for advisory committees,
recording methods used for committee sessions, and retention of records.
This has been one of the Agency's objectives in its procedural regulations
which the Agency has been developing for some time. These regulations
required a number of decisions by FDA's Policy Board, which consists of
top Agency officials, and a proposal will soon be published for comment
in the Federal Register. To provide interim guidance pending promulgation
of the procedural regulations, the Commissioner had issued a memorandum
to all employees and to all FDA advisory committees regarding FDA policy
concerning retention of transcripts.

•
The appended documents are as follows:

1. October 29, 1974 memorandum from Director, Executive Secretariat to
Commissioner explaining the memorandum titled "Minutes of the
Commissioner's Staff Meeting with the Bureau of Drugs, 11/30/72,"
dated December 1, 1972.

2. Excerpt from transcript of January 31, 1974 meeting of the OTC Panel
on Topical Analgesics, which is representative of presentations made
to OTC Panels.

3. January 27, 1973 memorandum from Peter Barton Hutt, Assistant General
Counsel, Food and Drug Division to.iailly L. Yingling, Director,
OTC Drug Review.

4. September 25, 1973 memorandum from Chairman, OTC Review Steering
Committee to Panel Members, OTC Drug Review Program regarding,
inter alia, records of panel meetings.

•

•
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MEMORANDUM

TO The Commissioner

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

FROM Director, Executive Secretariat (HF-1)

DATE: October 29, 1974

SUBJECT: Clarification for the Record; Minutes of the Commissioner's Staff Meetingwith the Bureau of Drugs, November 30, 1972

1. This is in response to your request for a clarification of item
number three of the minutes of the above-referenced staff meeting.
These minutes state that the Bureau of Drugs had adopted a policy of
destroying verbatim transcripts of advisory committee meetings as soon
as minutes had been approved by the committees.

2. I have discussed this with various staff people associated with
committee management and have determined that no written directive wasever issued, either by the Commissioner or the Director of the Bureau ofDrugs, which called for the destruction of verbatim transcripts followingapproval of the minutes of standing advisory committees. This policy wasbeing actively considered but was subsequently rejected. I must, therefore,conclude that I must have misinterpreted the remarks made at the
November 30, 1972 meeting; and that the statement in the minutes of
that meeting is in error.

3. There were, however, decisions made in this subject area with respectto the expert panels conducting the over-the-counter (OTC) drug review;
and the following chronology is offered for the record.

• In May 1972, when we were preparing to initiate the OTC review,
there were discussions at the Commissioner's Staff level
regarding the confidentiality of OTC panel transcripts and
whether these panels should be given the option of editing
or destroying transcripts after the panels had concluded their
deliberations and submitted the OTC drug monographs.

• In June 1972, a decision was made by the committee overseeing
the OTC review project to permit the destruction of transcripts,
if any, once the minutes of the meetings had been prepared and
approved by the panels.

• In July 1972, that decision, which had in fact not been carried
out (only two or three panels were in existence at the time),
was revised; and a policy was adopted that called for the destruc-
tion of panel transcripts only after each panel monograph had been
prepared and submitted. The OTC review panels were so advised.
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The Commissioner 2

• In January 1973, a California attorney (Mr. Van Smart) filed a

suit against FDA under the Freedom of Information Act, requesting

transcripts and minutes of closed portions of certain OTC panel

meetings. On January 27, 1973, Peter Barton Hutt, Assistant

General Counsel for Food and Drugs, advised Gary L. Yingling,

Director of the OTC Drug Review, that in view of this lawsuit it

would be improper for any transcripts to be destroyed until the

lawsuit was resolved. (The suit was decided in favor of the

Government in April 1974.)

• In May 1973, review panels were advised that the decision to

provide for verbatim transcripts of closed portions of their

meetings would be left to the respective panels. They were also

advised that, in view of the pending litigation (Van Smart case),

FDA could not assure the confidentiality of these transcripts.

e In a September 25, 1973 memorandum to each OTC panel member,

Dr. John Moxley, Chairman of the OTC Review Steering Committee,

pointed out available alternative means of recordkeeping and

the disposition of such records (copy attached).

4. Presently, the decision regarding what means may be utilized for

keeping records of panel meetings is still left to the individual panels.

All panels, however, have been advised that no tape recordings or

transcripts may be destroyed pending a specific policy decision by the

Commissioner. Insofar as standing technical advisory committees are

concerned, present policy is to retain any verbatim transcript or tape

that may be prepared.

5. I am seeing to it that each recipient of the minutes of the

November 30, 1972 meeting gets a copy of this memorandum.

1.-c-2av) .
Ernest L. Brisson

Enclosure
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whether that stays as it is, or is replaced, or what?

MS. GEISMAR: We finished it off yesterday.

DR. KANTOR: There is some talk about camphor and

phenol.

COL. AKERS: Phenol is going to be today, though.

DR. KANTOR: Yes, so it is only part of page 13. We

really did not prepare phenol at that point, which is going to

be'presented today and we could leave it out of that, completely,

and just forget about all of page l3•

MS. GEISMAR: That is what I thought that we would do.

DR. KANTOR: We have Mr. Scarlet hefe with his little

talk and we are already 15 minutes into his time. I am sorry.

MR. SCARLET: I am a lawyer with the Office of the

General Counsel and Gary Yingling has asked me to appear at the

various OTC panel meetings to discuss the question of transcripts

and tape recording of the panel operations.

- t ="The reason for my appearance here is the pending

litigation, which is entitled Smart versus the Food and Drug

Administration, in the California District Court and to give you

a little background. I will just describe what the case involves

Van Smart, who is the plaintiff in the lawsuit,- was

once employed with the Food and Drug Administration in the

Compliance Division of the Bureau of Drugs, I think, if not the

Compliance Division of the Food and Drug Administration itself.

When he left the agency, he went into nominal private practice in



2989

8

9

0

42

13

15

16

17

18

19

20

21

22

23

24

25

California, retired, I gather. He has quite a lot of background

in both the substance of FDA's activities and in the law which

applied to both the substance of activities and the releasing of

information by the agency.

In mid 1972, shortly after the OTC review initially

got underway, Mr. Smart requested a lot of documents concerning

the Antacid Panel. At that time, many of the documents which he

requested were not being made available. This included sub-

missions to the Antacid Panel. It included, I think, the minutes

kept by the Antacid Panel and it included the transcripts -

maintained by the Antacid Panel.

think the policy today is different with respect to

minutes. Submissions to the panel, I gather, are Still kept

confidential until the panel makes it recommendation. The tran-

scripts are still not released.

In any event, Smart's request was turned down as to

most of the documents which he requested. He appealed that

decision and that decision was affirmed and then he-filed suit

in January of 1973. ..While the suit was taking its course, the

Antacid Panel was taking its course and as a result of the normal

Operation of othe OTC review procedures quite a bit Of the infor-

mation which Smart requested concerning the Antacid Panel Was

released to him. However, the transcripts never were and

Probably the main bone of contention is going to boil down to

the transcripts.
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137
After Smart filed his complaint he engaged in some

discovery with the agency, including interrogatories and requests

for productive document. With each item of discovery he

expanded his scope of inquiry to some extent. He did not amend

his complaint, but he gradually started picking up other panels,

such .as the Dentrifrice Panel, the Antimicrobial Panel, and maybe

one or two others, in his requests for discovery.

The suits has not yet reached even the pre-trial stage.

It is still in the discovery phase, but as a result of the suit

some deicsions have been made by the agency with respect to

transcripts.'

As you know, the decision whether.or not to maintain

verbatim transcripts, whether on tape of transcribed, is made

solely by the panel. Until now, the position of the agency

defended the fate of any verbatim transcripts was also within

the panel. This is no longer the case. If the panel decides to

keep verbatim transcripts, they will be retained by the agency

and will not be disposed of. They will not be released, either,

except under court decisions. They will also not be relied upon

by the agency. The agency has not. ever, to anybody's knowledge,

referred to the verbatim transcripts kept by any panel for any

purpose and will not do so and, therefore, any transcripts that

are retained by the agency will be retained in their raw form.

If they are on tape, they will stay on tape. If they are in

written form, they will stay in'unindexed written form, locked
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up somewhere.

The reason why they are going to be retained is the

obvious provocative impact that destruction of the transcripts

would have, given pending litigation, given the pending

atmosphere concerning the destruction of documents, but it is -

still up to the panel whether or not it wants to continue keeping

the verbatim transcripts. The transcripts are solely for your

use. If you find them useful and recognize the possibility that

they may, at some point, be released by the agency required by a

court, then of course keep them if you want. If you do not want

to keep the verbatim transcripts, you need not.

You do not have to keep them in the first place. If

you keep them, they stay in existence.

DR. SHUCK: When you say that we do not have to keep

them, what do you mean?

MR. SCARLET: It means that you can turn off the tape

recorder and talk. You do not have to keep them.

COL. AKERS: They are not a legal requirement. If you

make them, you have to keep them.

DR. SHUCK: That is the question I was-trying to find

out. Keeping them, I was thinking about recording them And

keeping them. By keeping them, you meant recording them.

. MR. SCARLET: I mean to retain them. I do not mean to

make them. If you transcribe the proceedings, you must retain

whatever transcription you have made. The problem, from your
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-point of view, obviously, is that if they fro released what you

saw here is going to become Public knowledge for whatever effect

that may have on You at the time that it becomes publich

knowledge or at the time you make the statements, knowing that

there is a possibility that the statements may becore public.

I do not know what your views are on that. I also do not have

any recornendation as to whether or not to keep the transcriptions.

DR. KANIG: What if the Panel decides from here on

in not to keen transcripts or tapes? • What about the ones that

have already been prepared?

MR. SCARLET: They will be retained.

DR. KANTOR: Do you have any idea what the motives

of Smart are?

MR. SCARLET: Mr. Smart was present in the Agency

during the time of a reshuffling, a bureaucratic reshuffling

which I understand happens every three or four months, and he

felt that he was not well treated. I do not know whether there

is any basis for that feeling, hut he did leave the Agency

with some rancor. That is probably a contributory factor. He

may also simply he a person who feels that his time can be

profitably spent in exercising an oversight function with

resnect to FDA activities.

From reading his claim you do not get any clear

feeling about whether he is pro or anti anything in particular

other than FDA. There are points. He seems to think that the
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FDA i favoring industry, and he seems to think that the FDA

is taking action which cannot he justified with respect to the

'industry. The. only thing that clearly eMerges is that he thinks

that the Agency is acting illegally in keeping the Panel session

closed and in refusing to permit transcripts of the Panel sessior's

to be made available to the public.

DR. AKERS: He is representing himself as an

individual and not a member?

• MR. SCARLET: That is qorrect. To anybody's knowledge

he is not being supported financially or in any other way by any

consumer or trade association.

DR. KANTOR: What do you envisage? In other words,

what could he do? What potential is there? Let us say that

he were given the transcripts. Then what?

• MR. SCARLET: What the transcripts would be useful

for would be any attempt to discredit the Panel!s recornendatio

and this is - one reason why the transcripts are not made

available. Obviously what you say here bears a relationship

to what finally comes out from the Panel, but whether it bears

a clearcut relationship or a very.tenuous relationship is another

matter.

' Things you say here do not necessarily reflect

what the ultimate decision is. You can discuss something here

'Ind then sort of talk among yourselves in the evening or at

lunch and then sort of reconsider things and munch over them and

42-665 0 - 75 - pt. 7 - 12
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. come bac!: here tomormi and say something completely different.

Somebody would then take a transcript from today and a

transcript from tomorrow and say, "Good God, these people are

.inconsistent,.arbitrarv, capricious and acting illegally.'

Somebody could bring that into court and say, As reflected in

the verbatim transcripts of the Committee proceedings the

Committee did not know what it was doing, and furthermore it

was inconsistent, and not only that but it had a lot of

irrelevant, trivial, slanderous things," if that is what yOu

have been saying. I do not know.

MS. BERRY: What are the chances of the FDA retaining

•
control áf the transcripts under intra-agency exception under

the Freedom of Information Act?

YR. SCARLET: I think there is a fairly good chance

of invoking that exemption. That to me 6:t least, is the most

important exemntion, and unlike most --

}1S. BERRY: It would apply to discoverinc.

MR. SCARLET: Yes, it would, and unlike most

situations in which federal agencies invoke exemptions, in this

case I think it is justified. Usually they invoke them just

because they do not want to give it up, whatever it is that is

being requested, but here is a clear example where you are

dealing with internal deliberations of policy orientation. The

cases that I have read •hold that, for example, take the FCC.

When the FCC issues an order, that must be made publicly availabl

•
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I I nything similar to an order like that must be made publicly
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available, but the internal documentation which supports that

decision is not publicly available, and here I'think you have an

even stronger case, because viewing the situation analogously

the thing which is of ultimate concern is the final monograph

which the Commissioner signs. The cases Would say, I think, tha

internal memoranda directed to that final monograph would be

non-disclosable under most circumstances. The Panel deliberations

'here are even farther back in thei chain .because they concern

only the underlying reasoning of the Panel in proposing a

monograph, and the transcripts are not relied upon by the

Commissioner himself. So, you are even farther away from the

thing that you are actually concerned with: So, I think it is

clearly non-disclosable as an internal policy document.

Fwever, there are certain legal problems which I

will not belabor, but suffice it to say that the presence in

these deliberations of. consumer and industry representatives

raises problems, not insuperable problems, but problems.

I think that we will probably win the lawsuit, but

there is no guarantee.
•:

DR. KANTOR: What would be our situation. Let us just

say that he wins and he gets the transcripts, and he does make

them Public in some context. What practical thing could we do

as individuals? Could we sue him and on what grounds?

MR. SCARLET: No, the only thing to do is to respond,
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cin“f he takes things out of context, give the context and ii

there is a context beyond the transcript itself; give that and

ekplain any particular comment that is made. I do not mean to

overemphasize the problem in looking at verbatim transcripts.

Any judge who looks at the verbatim transcript is going to

recognize it for what itis. Judges are engaged in this sort

of thing all the time. Any district judge has been on a

three-judge panel, and I can just imagine what they say when

they get together and how they would not like what they say to

get out either because it would not be an accurate reflection

of what they decided, and it is unfair to base anything on

comments made in a context like this, and for that reason I

think that the transcripts would not have .Eoo great an influence

on a court if anybody tried to challenge the monograph, if that

is what they were being. used for, but of course they could

always get out into the Times and the Post and have one of those

little boxes in the Metro section which 'says that rDAers say,

"Such and such and such and such." It would make life a little

bit more difficult.

DR. SHUCK: What use is made of the transcripts

at the present time? Who listens or uses them?

DR. KANTOR: The people who make up the minutes need

them.

1). SHUCK: We all take notes here. You are taking

notes. So, is it useful in writing the minutes?

•
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MS. GEISMAR: Oh, yes. There s no

Don't make that your prime consideration. The Panel, esnecially

when you are writing your final report, ma Y want to go back and

.ao over an area you discussed to refresh your memory of what you

said, because let us face it, neither the minutes nor anything

else is going to show exactly what everybody said, you know.

You know, it is summarized.

MR. GINGRICH: I think we also get to the Point --

MS. GEISMAR: You get a iset, too.

MR. GINGRICH: What type of minutes do you want? Do

you want the summary type of minutes that you had in the last

meeting or do you want narrative minutes?

DR. KANTOR: We have sort of thrashed that out and

we have got ourselves somewhat formalized, at least for the

next subject, because we are going to be just beating our heads

against products, and we have a set format for that with written

material. So, it really would not be that much of a problem.

However, there are some of these philosophical discussions

that we have where we are changing our minds about things as

we go along, and one tends to forget sometimes what you have

already decided upon in the heat of an exchange.

So, they do have their uses. There is no question

about it. Originally we all objected to the idea of tapes

•because tanes, as one can easily see, can he fussed around with.

Written transcripts from tapes which we were assured would be



2998

7

8

9

10

11

12

13

14

15

16

17

18

19

20

21

22

? 23

i 24

25

then destroyed are something else aqain7 At “--

record.

-DR. LAN147',N: Will those he destroyed? I mean, are you

going to keep the tapes?

DR: KANTOR: No, the tapes have been destroyed.

MR. SCARLET: What is the method of transcription used

by this Panel?

DR. KANTOR: It is on tape which is then transcribed

into writing, and the tapes are --

NS. GEISMAR: The recording company does this.

MR. SCARLET: As to the recording company, I think

we would just allow them to follow their ordinary procedure.

DR. KANTOR: Can they be subpoenaed?

MR. SCARLET: Can the recording service documents

be subpoenaed from the recording service? Certainly.

DR. LANMAN: They will keep the tapes for two years.

MR. SCARLET: Don't you keep the transcripts from the

recording company?

DR. KANTOR:- Yes.

MS GEISMAR: That is what we keep.

DR. .LANMAN: I thought that the recording company

also keeps the tapes for two years.

DR. KANTOR: Wait a minute. We asked about that.

We asked them to destroy them.

DR. KANIG: The tapes arc destroyed but not the

4
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'to rake minutes,andthen he would destroy his own notes.A T 

They discovered on discussion :among
$1
,
'themselves that the tapes were totally academic because they

were not even 1 ,cd.to prepare minutes. They were just sort of

there, not serving .any function in their case. The only

possible function that the tapes could have served would have

been had the panel members as they were preparing their final

recommendation wanted to refer to past committee deliberations

for a purpose. Otherwise there apparently was no purpose for

the tapes.

DR. KANIG: 'There was a purpose because Judy Jachson

insisted that they keep them. They had not wanted to.

MS, GEISMRi unmonitored tapes are just about of

no value at all. When people start talking together You cannot

hear What anybody said or who said it. They are hopeless for

getting anything cut of it.

• DR. KANIG: If anybody wanted to create mischief

they could use what is on the tapes.

MS. GEISnAR: No, I mean to the Panel they are almost

useless to use as a working tool, tapes alone.

DR. LANTIM: Actually, if anyone wanted to create

mischief, they are going to creat it whether you have got them

or not. I think using these in order to make minutes is a

convenience! and it is a good thing. I certainly in my

recollection of what is said here there is nothing that anybody
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Gary L. Yingling (BD-109) January 27, 1973

Peter Barton Hutt ((C-1)

OTC Antacid Panel Transcripts

As you know, we have told the OTC panels that all transcripts of
their deliberations will be destroyed after the final report is pre-
pared.

In view of the lawsuit filed by Mr. Smart to obtain copies of the
transcripts, however, it would now be i7...proper for any of these
transcripts to be destroyed until the lawsuit is resolved.
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. • PUBLIC itcm:ril SERVICE

FOOD AND DRUG ADMINISTRATION•

Panel Members, OTC Drug Review Program

FROM Chairman, OTC Review Steering Committee

SUBJECT: (1) Literature Searches and Abstracts
(2) Records of Panel Meetings

DATE: sEp 2 5 1973

I would like to bring to the panel members' attention two matters of
importance to the OTC Drug Review program that require clarification.

I. Literature Searches and Abstracts 

When the OTC Review was conceived over a year ago, the Steering
Committee recognized the need for providing panel members with
as complete a guide to the relevant scientific literature as could
be obtained. The most practical means, it seemed to us, was a
search of the literature and the abstracting of relevant scientific
articles. The FDA library has done anoutstanding job of providing
the bibliographies and abstracts for the panels now in operation,
but it has been necessary to limit the scope of the searches because
of the large numbers of ingredients involved. For that reason, not
all labeled active ingredicnts have been searched nor has it been
possible to guarantee that every relevant article is listed.

The bibliographies and abstracts are intended to be a starting point
for reviewing the scientific material on the drugs involved. Panel
members will no doubt find relevant articles not cited by the FDA
library.. For example, articles published prior to 1950 have not been
included, and the foreign literature has not been searched at all.
Articles published in the most recent six-month period are generally
not included because that is the time needed for preparation and
publication.

Panel members should not feel constrained to limit their review of
the literature to materials contained in the FDA literature search
nor to limit the review to those ingredients appearing therein. The
FDA material is just one of the sources that should be used in carry-
ing out the review.
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Panel Members, OTC Drug Review Program 2

Such additional material as you may wish to use should be identified
and made part of the total data submitted.

II. Records of Panel Meetings 

The Steering Committee believes it is essential that summary minutes
of each panel meeting be written and made available to those having
an interest in them. The summary minutes should reflect the subjects
discussed, the substance of the panel's discussions, including presen-
tations by non-members; the panel's interim judgments and citations
of evidence in support of them; and if a report is prepared by one
or more members of the panel and approved by the panel it should be
included as an addendum to the minutes. Ideally, the summary minutes
should be maintained in such a manner that at the conclusion of the
panel's deliberations, they will contain the substance of a final
report.

•
Obviously, some means of recording the panels' decisions is necessary
in order to ensure tht accuracy of the minutes. Methods that have
been used thus far in the Over-the-Counter Drug Review include the
following:

1. Tape-Recordino: Some panels have used a tape recorder and
microphones set up by the staff at every meeting. The staff personnel
keep a log of each tape to make possible the locating of specific
information on the tapes. The tapes are provided to the person preparing
the summary minutes. After the minutes are approved; the tape may be
erased or it may be kept until the repbrt and proposed monograph are
transmitted to the Commissioner.

2. Dictating: A second method is to have statements dictated by._
the panel members to he Executive Secretary. These statements are
typed after the meeting and presented to the panel for approval. No
verbatim record is kept.

3. Stenographic Transcripts: A third method is to have a steno-
- graphic reporter at the meeting to record the entire discussion. The
advantage of this method is the ready availability of.a written record
to aid in the preparation of minutes. A stenographic record cannot be
destroyed for a period of two years--the length of time such records
are kept by the recording company.

The OTC Staff would be pleased to discuss and answer any questions you
may have about these matters.

/1

John Moxley,OD.
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Dr. SCHMIDT. I asked Mr. Brisson to even go about talking to
people that were there to see if that policy had been discussed. He
could find no reason for himself to have written that sentence, that
point in the minutes, and concluded he must have been in error.
Subsequently, in different kinds of committee meetings, the OTC

review, and other activities, where tape recordings are kept, and so on,
we have issued policy in the presence of and directed to the committee
management staff, that the records will be kept that is in the minutes
of these meetings.

Senator KENNEDY. Do all your employees know about it?
Dr. &mum. Well, the point that you made a minute ago about the

testimony you received barely 24 hours ago, we do not have. I do not
have that testimony in front of me. Nor do we have specific dates and
episodes that we can investigate. So that I am at a disadvantage. You
have an advantage.
I would like to investigate and will, as I said, with your overseeing

if you prefer, each and every concrete allegation. Because I think, one,
they are terribly important, and two, since I have been Commissioner,
they have not been occurring.
Now, the specific instances that—if my reports are accurate, I don't

believe have been occurring recently in conflict with the agency policy
that I have strongly stated.
Senator KENNEDY. Doctor, obviously we will make a part of the

record any detailed response to those allegations.
I would appreciate it if Dr. Bryant nevertheless updated his sum-

mary as requested in his memo April 26, 1974, as though he were
willing to accept the published reports as being totally accurate and
reflective of raw data. That has happened since you have been there.
Now, either Marion Finkel does not understand what your rules

or regulations are, or the people that we heard, the 14 people we
listened to yesterday, do not understand those to be the rules.
You have not brought anything to show us here this morning that

these regulations have been circularized.
We had sworn testimony from advisory groups to the contrary, that

they could not find either guidelines or patterns.
Dr. SCHMIDT. Well, it does nobody or the situation any good to deal

with generalities.
I really must 
Senator KENNEDY. These are about as specific as you can get.
Dr. SCHMIDT. Well. I know. but I cannot speak specifically about

the things you are asking about because I have hardly had time to look
into them, obviously.
Senator KENNEDY. Yes.
Dr. ScHmilyr. And, secondly, there are other alternative explana-

tions which are quite meaningful for at least some of the things
you heard yesterday. For example, the memorandum you just read
from Dr. Marion Finkel is subject to the differences in nuances of
the English language. I have no idea what she meant to convey by
that, but I will find out.

Senator KENNEDY. That does not seem to be subject to much differ-
ence in interpretation. It seems to me quite clear.
Dr. SCHMIDT. I will have to respond and I will.
[The material was subsequently supplied for the record:]
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MEMORANDUM DATED MAY 1974 FROM DR. FINKEL REGARDING DR. BRYANT'S
REVIEW OF DATA

To discover what was meant in the subject memorandum, the Commissioner
of Food and Drugs requested an accurate, complete, specific and relevant account
of the views of both Dr. Finkel and Dr. Bryant concerning this episode and will
address the issues involved in the report based on his investigation.

Senator KENNEDY. Doctor, it seems to me that there may very well
be explanations for one or two of the circumstances that were brought
up in the course of our hearing yesterday, but the fact that we had 14
'professional people, many of them very renowned and qualified
individuals, all reaching similar conclusions. I would think that you
would be spending a good deal more time in trying to remedy the
whole situation, rather than just trying to rebut particular individuals,
in particular situations.
We had 14 of those individuals; I am informed we could have had

40 of them. These were not that tough to get. [Laughter.]
We do not want to be coming right back in another few weeks with

another 14. It seems to me it is going to take more than just oral com-
munication. I mean, it is really going to take a shaking up.
Dr. SCHMIDT. Well, I am a little nonplussed, because I tried to say

two things: One is that I will follow through on each and every charge,
and in fact you charged me with that publicity.
But the thrust of my comments was to say that our procedures have

been changed and are being changed. It is all over the map, what we
are doing. The changes are designed exactly to do what you said, to
take care of a big problem.
Now, you know, there are over a thousand people in the Bureau of

Drugs, obviously, a much more limited number of physicians. I
agree with you that it was not hard for you to come up with that list
of 14.

Senator KENNEDY. Yes, but how many medical officers? We were
very limited in the area. We were just looking for medical officers.
How many medical officers do you have, 60 or 70?
Dr. SCHMIDT. About 100.
Dr. CROUT. 80.
Dr. SCHMIDT. About 80.
Senator KENNEDY. Well, we had 8 or 9 of the 80, and as I say, it is

not that difficult to come up with more.
We do not want to be spending so much of our staff time just over

at FDA, but, this is not that difficult a problem to discover over there.
Dr. SCHMIDT. I agree.
Senator KENNEDY. I am glad you are going to look into this and

work with us.
Let me ask this. Will you now record contacts with drug companies,

either formal or informal?
Dr. SCHMIDT. Well, in this regard, I did the following: Some 2 or 3

months ago I asked that a study be done of the feasibility of all con-
tacts in the agency being made public. A study was done on the cost
of doing it, the accuracy of such a list in the large agency, and so on.
That study reached my desk very recently and, as a result, I made only
one decision to date, which has been implemented. ThAt is that my own
personal calendar will be published weekly with a listing of everyone
outside the Federal Government with whom I meet, and the purpose.

4'
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There will be minutes kept of each such meeting which will be publiclyavailable and that is 100 percent.
Now, beyond that, the Policy Board of the Food and Drug Adminis-tration, which discusses general agency policy, will, on the basis ofthis study, make a decision about how far down in the agency we cancarry that policy.
Senator KENNEDY. What is going to be your recommendation?
Dr. ScHmiur. My recommendation will be that it be done throughBureau heads and for all officials of the Office of the Commissioner. Butnot beyond that.
The reasons for my recommendation are: one, if there are the kindsof meetings that anyone would want to follow, they will most ofteninvolve the Bureau Director or one of the persons that I mentioned.
Simply because I expect things to escalate to the management level,

if there is a problem.
Second, the study indicates the expense of trying to keep an accuratelist of the literally hundreds of meetings of the hundreds of people inthe agency, would be prohibitive given our budget and the number of

people it would take to do it.
Part of the reason that I may not be able to come in here like other

agencies and put a memorandum on the table is that I am insisting that
all of our procedures be spelled out in the Federal Register. And in the
Federal Register, our procedural regulations will specify that minutes
will be kept, and what minutes will be available. These are almost ready
for publication but have not been finalized.

Senator KENNEDY. I do not understand why it is too burdensome for
anyone, from the top of the Department down through the medical
officer who has any contact with a drug company, to make a note of it
and put it in the file.
Dr. SCHMIDT. Well, notes, that is now done. What I am talking

about is 
Senator KENNEDY. You mean every contact, both formal and

informal, is in the files?
Dr. SCHMIDT. Yes, sir. That is policy. That is understood by the

people in the agency.
Senator KENNEDY. Where is that policy statement?
Dr. CROUT. That has been long-standing Bureau practice for years.

Now, if it is not being well enforced--
Senator KENNEDY. Where is it? How do people understand it, new

people coming into the Department? Where do they get their little
sheet?
Dr. CROUT. If one comes in, I do not know if there is a memorandum

to that effect. I would have to go back into our old files and look.
You have properly and correctly identified that a large number of

in-house procedures need to be updated in modern terms, and we have
started a Bureau of Drugs Manual revision during the last year. But
one proceeds on it slowly.
Part of the reason that we do not—cannot—reassert everything

instantly is that we are an institution in transition. So many of our
procedures, where things flow or documents flow and so on, are not
written down perfectly at the present time.

Policies that you mentioned, though, of memoranda for every phone
call and for the contacts are of long standing.
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Senator KENNEDY. They are not being carried out?
Dr. CROUT. They will—we will look into that. To my knowledge that

is an enforcement problem for our personnel.
Senator KENNEDY. Don't people understand it?
Dr. CROUT. I am not sure that it is being neglected as much as you

might think.
Senator KENNEDY. I am not sure it is being carried out as much as

you might think. [Laughter.]
Dr. CROUT. Possibly.
[The following information was subsequently supplied for the

record:]

,

,
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FDA POLICY CONCERNING RECORDING OF CONTACTS WITH INDUSTRY

1. Employees of the Food and Drug Administration have long been instructed
to prepare memoranda of meetings or phone calls with regulated industry
and to see that these memoranda are included in the appropriate files.
This is learned as a part of the on-the-job training and is also reflected
in the attached excerpts from the old Bureau of Drugs Manual, now under-
going revision, dealing with procedures for investigational new drugs
(141.1), new drug applications (243.2), antibiotic drugs (330.1), and
not new drugs (524.4).

2. Of relevance to this issue is the FDA policy concerning discussions of
proposed or final regulations prior to their publication in the Federal 
Register, which is spelled out in the attached memorandum dated
November 2, 1973, from the Commissioner to the Agency's Bureau Directors.
This memorandum had as its purpose the protection of the integrity of
FDA's rulemaking process through restrictions upon ex parte communications
between FDA employees and individuals outside FDA, including representatives
of industry.

3. To clarify Agency policy concerning recordkeeping of meetings and
conversations with individuals outside the Agency, on September 18, 1974,
the Commissioner sent the attached memorandum to all employees. The
policy described in the memorandum shall apply pending promulgation of
FDA's procedural regulations.

4. Since the Auoust 16 hearing, the FDA Policy Board has reached agreement
upon the Open Calendar procedure which was discussed by Commissioner Schmidt.
Attached is the memorandum establishing the procedure.

6. Discussions with Sponsor or Others. Any discussions with the sponsor
or his representative by telephone or in person are to he described
in a memorandum for filing in the IND. Similarly, discussions with
others which relate directly to an IND and the conclusion reached
or action taken should be described in a memorandum for inclusion
in the file.

X act:one of all conferences, contacts with applicant or invectigators,
outcide consultations, inside consultstions, expert ptnels, Dru3
Surveillence Drench, IND cup,rtmry, statisticians (Stc:tistical
Evaluation Drsach, CHI), and ccr,psrison and justified contrast with
labeling of all related marketed drugs end new drug epplicctions.

lt

•
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BUREAU OF MEDICINE MANUAL 330.1

4. Inquiries from Industry. Inquiries concerning the manufacture and
• certification of antibiotic drugs are referred to the Division of

Antibiotics and Insulin Certification (BS). Inquiries pertaining
to toxicology and clinical studies are referred to the Division of
Antibiotic Drugs (Bureau of Medicine). Applicants are encouraged
to make all inquiries concerning pending antibiotic applications
in writing. When conferences are necessary to discuss the appli-

• cations, applicants should make appointments in advance. Personnel
having contact with an applicant by telephone, conference, or
personal visit are required to Prepare a memorandum of the discussion.
Members of industry should not be informed that a proposed antibiotic
regulation has been forwarded to the Office of the Commissioner for
final action.

b. Industry Consultation. From time to time members of the Bureau of
Medicine meet with representatives of industry together with members
of the legal staff serving the Food and Drug Administration and
advisory or regulatory bureaus. Manufacturers are also taxpayers
and are entitled to our advice and opinions even on matters which
seem trivial to us. Remember that any opinions expressed during
these conferences will be interpreted as the official opinion of the
Food and Drug Administration and may well be disseminated by grape,
vine to all segments of the industry. If questions arise which
cannot be answered on the spot, take time to study and research the
matter in question thoroughly and render a definitive opinion in
writing at a later date. Opinions establishing new policy and pre-
cedent should be cleared at the Bureau level and may require clearance
in the Office of the Commissioner or General Counsel. All conferences
with industry representatives are required to be written up for the
file.
•

C/1/66

4
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See Below

commissioner of Food and Drugs

Discussion with Individuals Outside FDA
--During the Development of Regulations

NOV 0 2 7973

The Food and Drug Administration has no formal regulations or guidelines
on discussion of proposed or final regulations prior to their publication
in the Federal Register. It appears that internal practices vary widely
among individuals end Bureaus. 3 believe that uniform guidelinea should
be adopted so that we all follow the same general approach. I am therefore
suggesting, for your consideration, the general guidelines set oot below.
This will be the subject of further consideration at one of our Policy
Board meetings, after which I will promulgate final guidelines for the
Agency.

1. All FDA employees should be free to solicit ideas and recommendations
for regulations from any interested individual or organization. We
obviously have expertise in the areas in which we regulate, hut we certainly
do not have exclusive rights on all creative ideas and aanroaches. Any
source of assictance in developing new concepts should therefore be welcomed.,

2. Once we have decided to prepare a proposed regulation, it is expected
that the general concepts may well be discussed, in general terms, with any.
number of interested individuals and organizations. At no time, however,
will a draft of the regulation (or any portion thereof) be furnished to
any individual or organization, and at no time will explicit details of
the proposal be discussed with any individual or organization. The only -
exception is when specific permission for such discussion has been obtained
from the Associate Commissioner for Compliance and from the General Counsel.
These two individuals have particular responsibility for regulations and
are in the best position to judge the impact that release or discussion of
detailed information may have upon the Agency. Ordinarily, release of such
detailed information will be permitted only where it is furnished to all
representative groups, including, fez example, consumers as well as industry
representatives.

3. Once a proposed regulation is published in the Federal, Register, and
before a final order is prepared, discussion of the proposal with all
interested persons is to be encouraged. it is obviously helpful to under-
stand questions raised about the proposal, and concerns expressed about it,
so that the best possible final regulation can be developed.

42-665 0 - 75 - p1.7 - 13
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4. In preparing the final regulation and its preamble, even more stringent
rules apply than when preparing the proposal. Ordinarily, a copy of any
draft of a final regulation will not be furnished to any person outside FDA,
and details will not be discussed. The furnishing of a copy or discussion
of details is again to be per=itted only with the consent of the Associate
Commissioner for Compliance and the General Counsel; such consent will be
provided only under rare circumstances. The integrity of the regulatory
process requires that a final rezulation be prepared internally, on the basis
of the public administrative record (i.e., the comments and other documents
on file with the Hearing Clerk), and not on the basis of ex forte communi-
cations. If any technical assistance is necessary at this point, it should
be furnished in the form of written communications to the Hearing Clerk. In
the event that direct discussion of a draft document is required, we will
devise appropriate protective procedures (such as the "tentative final order"
filed with the Hearing Clerk for low-acid canned foods) to make certain that
our obligation to develop a full and impartial administrative record is met.

5. Once a final regulation is published in the Federal Reaister„ there is
again no prohibition against any form of discussion, except where the regu-
lation is subject to formal objections and a request for a public hearing.
In this latter situation the law requires careful consideration of any ex
parte,co=munications both during the 30 days when objections may be filed
and after any such objections are in fact filed. Accordingly, in these
situations, there may be no discussions whatever with persons outside FDA
except with the concurrence of the Associate Commissioner for Compliance
and the General Counsel.

Alexander IL Schmidt, M.D.

Addressees!
Director, Bureau of Drugs

: Director, Bureau of Foods
Director, Bureau of SioloRica
Director, Bureau of Radiological Health
Director, Bureau of Veterinary Medicine
Director, Office of Medical Devices
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MEMORANDUM DEPARTMF,NT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEAL:111 SERVICL

FOOD ANI) DRUG ADMINISTRATION

TO All FDA Employees DATE, September 18, 1974

' FROM : The Commissioner

SUBJECT: Memoranda of Meetings (including telephone conversations)

The FDA Policy Board has been considering new FDA administrative pro-
cedures since last fall. Proposed regulations will be published in the
Federal Register this fall. In the interim, I am releasing some of our
conclusions for immediate implementation.

As a result of my expressed commitments to maintain the integrity of
the regulatory processes of this Agency and to promote openness in
Government, I am hereby reaffirming, as written policy, the long-
standing practice of preparing memoranda of important meetings (including
telephone conversations) between FDA personnel and persons outside the
Federal Government.

Memoranda of meetings (including telephone conversations) held between
employees of the Food and Drug Administration and persons outside the
Federal Government involving an important matter, a decision or an
issue, or statements or advice or conclusions to which future reference
may be required as part of the administrative record, will be promptly
written and become part of the official files.

These memoranda will be publicly available upon request, except for those
which fall under the exemptions provided in the Freedom of Information
Act and regulations, or which contain information prohibited from disclo-
sure by existing statutes.

In each case, these memoranda are to contain the following information:

a. Date of meeting or conversation;

b. Names of participants and affiliations;

c. Location of meeting;

d. Statement of subject matter discussed, including any conclusions,
decisions, agreements, or follow-up actions.

Memoranda are to be brief and concise. Discussions, arguments, etc., are
not required to be included, only the final actions.
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All memoranda which relate to any petition or regulation formally
pending before the Agency shall promptly be filed with the Hearing Clerk
and made a part of the public administrative record of the proceeding.

Adherence to this policy should result in more complete records and
information so necessary in making sound decisions and promote public
confidence in our regulatory activities.

)ti
Alexander M. Schmidt, M.D.

•
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MEMORANDUM

See below

DEPARTMENT OF HEALTH, EDUCATION, AND %VELEM,
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

FROM : Commissioner of Food and Drugs

stnijr.ECT: Open Calendar

•

DATE

OCT 2 9 1974

As a further step to fulfilling my commitment to an open

Agency, I am asking that all FDA officials designated by

this memo compile a weekly record showing for the previous

week the meetings and events, both open and closed, in

which they were involved with regulated industry or other

groups and individuals outside the Federal Government.

The calendar shall include all meetings, conferences,

seminars, speeches, and social events sponsored by

regulated industry.

In addition to this retrospective listing of individual

meetings and events, each weekly report shall include a

prospective listing of all meetings, conferences, advisory

committee meetings and other public (open) proceedings

of the FDA which do not appear in the monthly FEDERAL

REGISTER notice of meetings. Each prospective report shall

cover a four-week period.

All reports, both retrospective and prospective, shall be

delivered no later than 10:30 a.m., each Friday, to the

Office of the Assistant Commissioner for Public Affairs,

Room 15B42, Parklawn. ACPA will collate and reproduce

the accumulated information and distribute the open

calendar by close of business the same day. All reports

to ACPA shall be clean typed and suitable for reproduction

following the attached format.

Each issue of the open calendar shall be posted in the

following places:

•
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1. Public Records and Documents Center, ACC

2. Office of the Assistant Commissioner for Public
Affairs (Parklawn and FOB #8)

3. A central place in each Bureau

4. A central place in each Field office

It shall be the responsibility of ACPA to provide copies
for posting and i_. shall be the responsibility of the offices
named to select an appropria. ,,lAce and insure immediate
posting.

To avoid duplicate reporting when more than one senior FDA
official attends a reportable meeting or event, it shall be
the responsibility of the presiding FDA official, or lead
participant, to report the meeting or event for the open
calendar. No other FDA officials need report. In all such
cases, it shall be the further responsibility of the report-
ing FDA official to prepare a summary memorandum of the
meeting or event and to be prepared to respond to public
inquiries. Copies of such summary memoranda shall be
publicly available on request. •

In addition, all offidals designated by this memo shall
keep a daily log of all telephone calls to and from persons
outside the Federal Government. At a minimum, the log shall
specify the date, person(s) involved, and the subject(s)
discussed. The log shall be publicly available on request.

Detailed requirements for keeping of memoranda on important
telephone calls and meetings with non-government sources
will be covered under Section 2.11 (g) of the pending pro-
cedural regulations. Interim instructions are covered in
my memo to all FDA employees dated September 18, 1974.

Meetings and telephone conversations, disclosures of which
would compromise regulatory enforcement activities or con-
stitute an invasion of privacy, are excluded from the
procedures outlined in this memo. Contacts with members
of the working presszre excluded.

•
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I realize this system will pose an additional burden on all

of us, but I feel it is essential in today's critical cli-

mate if the FDA is to maintain full creditability with its

own staff and the public. Please understand, therefore, the

importance that I attach to compliance with this procedure.

I am fully aware that important outside meetings are held by

,FDA offizials other than those designated for the open

calendar. Nevertheless, practicality demands a cut-off at

some point, and I feel the point I have chosen will protect

the integrity of those levels of FDA leadership responsible

for and involved in final decisions on any given matter of

policy.

I would emphasize that this formal calendar in no way relieves

those FDA officials not designated for listing on the calendar

from full responsibility for following all established rules

of public accountability for their activities.

Alexander M. Schmidt, M.D-

Attachment

Addressees:
Deputy Commissioner
Associate and Assistant Commissioners

Deputy Associate and Deputy Assistant Commissioners

General Counsel, Deputy General Counsel

Executive Director of Regional Operations, Deputy EDRO

Bureau Directors, Deputy Bureau Directors

Director, Natl. Ctr. for Tox. Res., Deputy Director, NCTR

Director, Office of Legislative Services, Deputy Director, OLS

•
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Format to be Used in Reporting
Calendar Information to ACPA

.(:)trospective Calendar (Public and Closed Meetings)

FDA OFFICIAL OTHER FDA NON-FDA PARTICIPANTS SUBJECT ANDREPORTING* PARTICIPANTS OR SPONSORS MEETING SITE

DATE

(1 )

Fill in Fill in Fill in Name, Title FollowName & Title Name & Title & Affiliation instructions
given in footnot
(1) & (2)

Subject - Describe major topic discussed in 10 words or less. Examples:

Aflatoxin in Peanuts
Drug Lag
Status of Cyclamate
Pet Food

If discussion is confined to privileged matters, use the following standard phrase:

11

' eeting involved trade secrets or litigation. Minutes are not available".

(e ite - Give general identification only. Exclude mailing address. Examples:

FDA-Rockville
FDA-Washington
National Press Club, Washington
American Medical Association, Chicago, Ill.
Hoffman-LaRoche, Nutley, N. J.

Prospective Calendar (Public Meetings Not Previously Announced. Do not includeAdvisory Committee and Other Meetings Which are Routinely Announced in theFederal Register.)

FDA OFFICIAL
REPORTING

MEETING OR EVENT
AND SUBJECT

DATE, TIME,
PLACE

*Minutes of meeting available on request from this office.
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'SAKPLE

FDA OFFICIAL
REPORTING*

SAMPLE

CALENDAR FOR WEEK OF SEPTEMBER 9, 1974

PUBLIC CALENDAR OF OUTSIDE MEETINGS AND EVENTS

OTHER FDA
PARTICIPANTS

SAMPLE

NON-FDA PARTICIPANTS
OR SPONSORS

SUBJECT AND
MEETING SITE

Sept. 9, 1974 

Sherwin Gardner,
Deputy Commissioner

Dr. Fred J. Kingma,
Deputy Director,
Bureau of Veterinary
Medicine

Dr. Virgil O. Wodicka,
Director, Bureau of
Foods

Peter B. Hutt,
Assistant General
Counsel, Food and Drug
Division

FDA OFFICIAL
REPORTING

Gerald Meyer, Dr. Randall M. Whaley, Facility Pia!
Associate Commissioner President, University FDA-Parklawn

City Science Center

Fred W. Swartz,
Government Liaison,
Allied Chemical Corp.

6th International
Congress of Essential
Oils

Christopher Little,
Covington & Burling

PUBLIC MEETINGS OR EVENTS NOT PREVIOUSLY ANNOUNCED 

MEETING OR EVENT
AND SUBJECT

Arsenic as
growth promot
FDA-Parklawn

Speech on
"Regulatory
Problems with
Flavors",
Fairmont Hotel
San Francisco

Interpretatiof
of mastitis ol

DATE, TIME
PLACE

Oct. 1, 1974 

John Jennings,
Associate
Commissioner for
Medical Affairs

kMinutes of meeting available on request from this office.,
SAMPLE SAMPLE----„,..._...........

FDA OB-GYN Committee
to discuss Dalkon Shield

Oct. 1, 10:00 a.m.
Conference Room C
FDA-Parkl awn

SAMPLE
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Senator KENNEDY. When are you going to publish your Freedom of
Information regulations? You have had them under study now for a
year.
Dr. Scinnur. This is a massive codification, a revision of the en-

tire procedures of the agency. Your comment would connote a year is
far too long for that, but that job is worthy of a long time.

It took a series of meetings of the Agency Policy Board that we
run, for 4 or 5 hours over a period of many weeks to resolve the issues,
to get them into correct language and to get them written down.
Part of those relating to hearings, that relate to how the agency com-

municates with and relates to the outside, have already been published.
Part of them are now ready to be published for comment, and then

later finalized. Part of them have already appeared.
Senator KENNEDY. Can you give us some idea when they will be

published?
Dr. Scumiur. Well 
Senator KENNEDY. Or implemented.
Dr. ScH3furr. Our general counsel is on vacation the month of

August.
Senator KENNEDY. You can submit that.
Dr. SCHMIDT. They should appear by the end of calendar 1974.
Senator KENNEDY. You will give us that as soon as he gets back.
Dr. Scinfirvr. Specifically the freedom of information regulations

are ready for publication, but more importantly, we are operating
under them now.

Senator KENNEDY. But they have not actually been published,
have they?
Dr. SCHMIDT. No, sir.
Mr. VonRA.Well, may I 
Senator KENNEDY. You might be following them now, but they are

not legal binding until they are published. I am just trying to find out
when they will be published.
Dr. ScHmnYr. We purposely held up publication of final order until

we got the result of a court case that impacted directly on what we
wanted to do. We waited for that decision which is now with us. And
the freedom of information regulations will be out within weeks.

Senator KENNEDY. They will be finalized when your counsel gets
back.
Dr. SCHMIDT. Yes.
[The following information was subsequently supplied for the

record:]
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DEPARTMENT OF HEALTH. EDUCATION, AND WELFARE

OFFICE: OF THE SECRETARY

ROCK VI LI_ C M D. 20852

September 23, 3.974

Honorable Edward M. Kennedy
Chairman, Subcommittee on Health
and Subccmllittee on Mministrative
Practice and Procedure of the
Committee on Labor and Public Welfare
United States Senate
Washington, D. C. 20510

TP-ar Senator Kennedy:

OFFICE OF THE
GENERAL COUNSEL

During the hearing conducted by you on August 16, 1974, relating
to Food and Drug Administration procedures in relation to the
handling of new drugs, you requested the Commissioner for informa-
tion relating to the proposed public information regulations pub-
lished in the Federal Register of May 5, 1972 (37 Fed. Reg. 9128),
and the status of the current project to codify in the Federal
Register all of the procedures governing the Agency's activities.

With respect to the proposed regulations on public information,
issued to implement the Freedcm of Information Act, the substance
of that proposal has been implemented since Way 1972. Final regu-
lations were not imucdiately promulgated, after the time for public
cement expired, for three interrelated reasons.

First, we wished to gain experience under the proposal in order to
determine how the final regulations might best be clarified in
order to cover all categories of documents contained in the Agency's
files which might be requested by the public. We intend to in-
corporate in the preamble to the final regulations, or in the final
regulations themselves, a comprehensive consideration of the status
of all these different types of documents in order to provide accur-
ate guidance to the public and to Agency employees. The present
draft of the preamble to the final regulations runs in excess of
100 pages.

In this connection, I wish to bring to your attention the fact
that, to our knualedge, no government agency has yet attempted
to specify by regulation the status of each type of document in
its files, in the manner that these regulations do. For the most
part, regulations under the Freedom of Information Act have only
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repeated the statutory language, or summarized it, without specify-
ing how it will he applied to all of the different types of documents
contained in the agency's files. We firmly believe that this type of
specific guidance is extremely important, and that the additional
tine that. it has taken to obtain experience under the proposal has
been worthwhile.

Second, we also delayed publication of the final regulations to
await the outcome of a court suit that we fully expected to adjudi-
cate same of the most important legal issues raised by those regula-
tions. In Morgan V. Food and Drug Administration (D.C. Cir. Civ.
No. 71-1709, decided May 24, 1974), the plaintiff sought access to
all of the safety and effectiveness data contained in the new drug
applications (NDA' s) for the oral contraceptive drugs. In the
District Court, the Food and Drug Administration took the position
that all information in an NDA is confidential and is prohibited
from disclosure pursuant to 21 U.S.C. 331(j) and 18 U.S.C. 1905
(both of which make it a criminal offense for an FDA employee to
disclose any of this information to the public). The District Court
sustained this position in July 1971.

Shortly after the District Court decision, the Food and Drug Admin-
istration thoroughly reconsidered its public information program
under the Freedom of Information Act, and concluded that it should
be substantially modified. We requested that the appeal from that
District Court decision be held in abeyance pending publication of
proposed new regulations which, as I have mentioned above, were pub,
lished in the Federal Register of May 5, 1972. We then filed a brief
in the United States Court of Appeals for the District of Columbia
Circuit which abandoned the position taken in the District Court, and
rested upon the much broader scope of release set out in the proposed
new regulations. In addition to the brief filed. by the plaintiffs
and by the government, two briefs were filed for amicus curiae, one
arguing that all documents in an NDA are available for public dis-
closure, and one arguing that, as the District Court held, no such
documents may properly be released. Thus, all possible positions
were fully presented to the court.

The United States Court of Appeals heard argument in that case on
January 22, 1973, and we expected a definitive decision shortly
thereafter. The decision of the Court was not handed down, however,
until May 24, 1974. Moreover,it was decided solely on narrow pro-
cedural grounds, and explicitly declined to reach the broad issues
presented by the briefs and the proposed new regulations. A copy of
that opinion is enclosed. Accordingly, the expectation of all of the

11
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parties that this area of the law would be settled definitively by

this case has not been realized.

Third, we have not been concerned about the delay in publication

of the final regulations because we announced at the time of pub-

lication of the proposal that the proposal would be implemented by

the Food and Drug Administration on an interim basis until final

regulations were promulgated.

During the August 16 hearing, you expressed concern that the proposed

regulations have no legal effect. I wish to assure you, however,

that this is not the situation. We have in fact implemented these

regulations, and intend to do so until final regulations are promul-

gated.

In mid-1972, the Pharmaceutical Manufacturers Association, in corre-

spondence with me and with the Secretary of Health, Education, and

Welfare, objected to the innadiate implementation of various regula-

tions that were then published only in proposed form, including the

public information regulations. I initially provided my opinion that

there was no impediment whatever to enforcement of proposed regula-

tions that merely implement statutory requirements, and this was

subsequently confirmed in a letter from the General Counsel of the

Department of Health, Education, and Welfare to the PMA. A copy of

that correspondence is enclosed. As it points out, the right of

the public to information is defined by the Freedom of Information

Act itself, and is not dependent upon the existence either of pro-

posed or of final regulations.

Subsequent to the decision in the Morgan case, the Food and Drug

Administration's Policy Board has met to review and refine its policy

on a number of issues raised by oannants to the proposed regulations,

and I have also met with Bureau personnel to work on a number of

specific details. I can assure you that we are proceeding as quickly

as possible to publish final regulations. The Commissioner and I

have previously stated that the final regulations will clarify and

refine the proposal, but that the basic thrust of the proposal -- to

release substantially more information than was true before 1972 --

will not be changed. Most of the changes, indeed, relate to still

further release of information. I am not aware that any change will

restrict release of information that would be released under the

proposal.

Your second area of inquiry during the August 16 henring related to

the project to codify all Food and Drug Administration procedures

•



3022

Page Four - Honorable Edward M. Kennedy

in the Federal Register. This is, as I am sure you appreciate, a
mammoth undertaking. In reviewing comprable regulations for other
agencies, I have not yet found any other government agency which
has made a similar attempt.

The, first draft of this set of regulations was 177 pages. It has
since been substantially revised and lengthened. An explanatory
preamble of the type we require for all of our Federal Register
notices has not yet been prepared, nor have all of the various pro-
visions been drafted in final form. Indeed, one or two sections
remain yet to be drafted in initial form.

The major policy issues have, in large part, been agreed upon by
the Feed and Drug Administration's Policy Board. The major effort
from here on will be to complete the drafting job.

As I have mentioned, these regulations will attempt to establish
general and particular procedures for all of the Agency's activities.
We have considered the possibility of breaking than apart, and pub-
lishing different sections at different times, but we believe this
would be confusing because all of the parts are closely interrelated,
and drafting changes in one section have frequently required conform-
ing changes in another. We are committed to publishing these regula-
tions in the Federal Register this Fall.

The subjects that will be handled in the procedural regulations will
include the following: how all Agency administrative proceedings are
initiated; the right of all citizens to petition the Agency; aaminis-
trative reconsideration of Agency action; administrative stay of
Agency action; court review of final Agency action; Agency handling
of proposed and final regulations; referral of matters to the Agency
by the courts; the handling of conferences, meetings, discussions,
and correspondence; dissemination of proposed regulations; advisory
opinions; separation of functions and ex parte cermunications; pro-
cedures for formal evidentiary hearings; procedures for informal
public hearings and other mechanisms to resolve disputes; procedures
governing all advisory committee activities; and a number of related
matters. We would, of course, be pleased to keep you and your staff
advised of the progress we are making on this major project.

'incerely yours, /

—74 /---4/
41,Ov‘i • ,,,eZ/

Peter Barton Hutt
Assistant General Counsel
Food and Drug Division

Enclosures
4k,
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FOR THE DISTRICT OF COLUMBIA CIRCUIT

NO. 71-1709

Carolyn D. M. Morgan, Appellant

V.

Food and Drug Administration,

Roger O. Egeberg,

Assistant for Health and Scientific

Affairs, et al

September Term, 19 73
Civil Action 1928-70

APPEAL FROM THE UNITED STATES DISTRICT COURT FOR THE DISTRICT OF COLT.IBIA

Before: McGowan, Circuit Judge, Edwards,. Circuit Judge for the Sixth

. Circuit, and Wilkey, Circuit Judge

JUDGMENT

This cause came on to be heard on the record on appeal from

the United States District Court for the District of Columbia and

was argued by counsel. On consideration of the foregoing, it is

ORDERED AND ADJUDGED by this Court that the judgment of the

District Court appealed from in this cause is hereby affirmed, for

the reasons set forth in the attached memorandum.

Per Curiam

For the Court

-

Hugn E. Kline

Clerk

*Sitting by designation pursuant to 28 U.S.C. § 291(a)

United Stes Cott of AppnlsIcr Ie Du1t cf Cdin,j3 Circuit

FILEI1 MAY 4 1974

HUGH G.
•
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No. 71-1709 - Morgan v. Food and Drug Administtration

MEMORANDUM

Appellant sought access under the Freedom of Informa-

tion Act to the reports underlying a determination by the

Food and Drug Administration that certain oral cohtraceptives

are safe and effective within the Meaning of the statutory

requirements for the continuing approval of a new drug applica-

tion. On April 20, 1970 she wrote the Associate Director of

Information for Public Services of HEW, asking for permission

to examine and make notes. of "all materials relating to toxi-

cological tests, safety evaluations, and any other tests, in

animals and all reports and records of clinical tests, or any

other tests, of such birth control pills in humans." The

Associate Director denied appellant's request on May 4 in a

letter drawing her attention to the Department's regulations

,.prohibiting'disclosure of "[t]rade secrets and commercial or

financial information obtained from any person and privileged

or confidential." Appellant sought review of this decision

1/ 45 C.F.R. § 5.74. The quoted language tracks almost pre-
cisely that of exemption 4 of FOIA, 5 U.S.C. § 522(b)(4).
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by the Assistant Secretary for Health and Scientific Affairs

on May 29. When no answer had been received, on June 29,

1970, she filed a complaint in the District Courts seeking

disclosure.

No action was taken in the District Court until March

23, 1971, when appellant moved for a preliminary injunction

to require FDA to grant her access to the test information.

On April 8, FDA filed a motion for summary judgment, accom-

panied by the affidavit of Dr. Henry E. Simmons, the Director

of FDA's Bureau of Drugs, and submitted a consolidated memoran-

dum in support of its motion for summary judgment and in op-

position to appellant's motion for a preliminary injunction.

A'hearing on the latter motion was held on April 12, and the

motion was penied.

During April and May appellant sought discovery, over

FDA's objection, of certain material in its possession. The

2/ On August 10, 1970, before answering in the District Court,

the Assistant Secretary affirmed the administrative denial of

May 4. His decision was grounded on several of the exemptions

of FOIA, including exemption 4.

42-665 0 - 75 - pt. 7 - 14
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District Court called a "prehearing conference" for June

16, in order to "narrow the issues and find out where we are

at this particular point in the case." Counsel for appellant

attended the June 16 conference, and there urged the court to

adopt the procedures of the manual for complex and multi-

district litigation "with a pretrial order that would list.

the issues in the case and a schedule that the attorneys would

have to abide by plus one wave of discovery ... ."

However, when the court suggested the possibility of

an immediate ruling on the merits without further proceedings,

appellant's counsel, despite the fact that no opposition had

as yet been filed by appellant to the Government's pending

motion for summary judgment nor any claim made that there .

were material issues of fact in dispute (see Rule 56(e) red.

R. Civ. P., and Local Rule 9), inexplicably agreed. The

court a few days thereafter granted the unopposed motion for

summary judgment on the grounds that the research test reports

were exempt from disclosure both as matter specifically ex-

empt from disclosure by statute (exemption 3) and as either

•

•
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trade secrets or confidential commercial or financial informa-

tion (exemption 4).

On this appeal from the grant of summary judgment,

the Government relies solely on exemption 4. In the affidavit

of Dr. Simmons supporting the motion for summary judgment,

there are facts stated that,if taken to be true, would justify

the applicability of exemption 4. We have no alternative but

to take such facts to be true, inasmuch as appellant was pre-

pared to have the merits of the case determined on appellee's

motion for summary judgment without filing any opposition to

that motion or asserting that the facts contained in the af-

fidavit were in dispute. Under these circumstances, we cannot

say that the District Court erred in granting summary judg-

ment, and affirmance by us is the only course consistent with

the procedural posture in which the matter was, with appellant's

consent, decided by the District Court. See Thompson v, Evening

Star Newspaper Co. 394 F.2d 744 (D.C. Cir. 1968), cert. denic;d,

393 U.S, 684 (1968).

In reaching.this result we are not to be* understood as

having Made any independent determination or intimated any
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opinion that the facts asserted in the Simmons affidavit

are beyond dispute. All, that we decide is that where appel-

lant was prepared to have the merits of her claim 'resolved

without challenging such facts, we are without warrant to

reverse the District Court's order.
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DEP/VI ENT OF HEALTH. EDUCATION. AN 0 LLFARE

OFFICE or TIM sccorziARy

Vs'AUHINGTO:C

OCT 3 1372

Mr. C. Joseph Stetler

Presideht •
Pharmaceutical Manufacturers

Association
1155 Fifteenth Street, N.W.

Washington, D.C. 20005

Dear Mr. Stetler:

orricE or lilt
GIN.LNAL COUNSEL

As Secretary Richardson advised you in his letter

of August 17, 1972, he asked MT to review the position

taken by the rood and Drug Administration on the various

matters relating to implementation of the drug effective-

ness review and the Freedom of Information Act about

which you had expressed concern in your letter of August 7.

You first suggested that the Food and Drug Admini-

stration should consider itself bound to follow on a

nationwide basis the legal principle announced on May 23,

1972, in an opinion by the United States Court of Anneals

for the Fourth Circuit. As Mr. Mutt wrote to you in July

in response to your earlier letters, this Department has

been considering whether to seek review of this case by

the Supreme Court. In the meantime, believing that the

Court of Appeals decision was erroneous and there being

no other controlling opinions from the other Courts of

Appeals, the Feed and Drug Administration is prooerly, in

my judc3ment, following what we perceive to be the correct

rule of law until the issue is finally disposed of in the
courts. The acceptance of each lower or intemediate
court ruling as defining a new national standard, before
the Supreme Court or other courts have spoken and while
there is the possibility of further court review, would
only lead to instability .and confusion in the administra-
tion of the enforcement program. Indeed, I understand
that it is =mon practice, not only with Covernment

gs
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agencies, but also in the pharMaceutical industry to
withhold changing an already established gene2a1 practice
or ruke in the face of a single court decision, applicable

_only. to. immediate. litigants, until it is clear that
the ruling should be accepted as a definitive ruling on
the point in issue.

You next urged that the Food and Drug Administration
has been prematurely enforcing two proposed regulations
which the Administration has published for public comment
but has not yet issued in final form. These regulations
relate to the applicability of DESI notices to related or
similar drugs, and the implementation of the reouirements
of the Freedom of Information Act. If you mean to suggest
that FDA is presently giving these regulations the force
and effect of law (which they would have upon their final
promulgation), you are mistaken.

It is our view that FDA has authority under the Food,
Drug and Cosr.etic Act to apply DLSI notices .to related or
similar drugs without basing that authority on a snecific
regulation. Indeed, for several years this application
of DESI notices has been announced by FDA officials in
.specific notices in the Federal Register, (See, e.g.,
33,Fat-e,9908.,(July.1P;'19681ind--34—FR:,,5556.e(h-22,•ee.
1969)). The sole purpose of the present Federal Register
publication on the applicability of DESI notices is to give
more general publication to the practice and to codify
it in the Code of Federal Regulations. In the course of
this process, FDA is inviting public comment which may,
of course, result in modification of its long standing
enforcement .practice or some different articulation of it
in rulcmaking form. It would, however, serve no purpose--
other than to confuse--for the Administration to discontinue
its already established practice or for us .to abandon our
present view of the Administration's statutory authority,
pending the period for public comment. •

Similarly, with rcpect to the Freedom of information
Act proposal, the Food and Drug Administration is simply
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putting into regulation form (together with some appropriate

implementing procedures) what we conceive to be its

responsibility under the Freedom of Information Act to

disclose certain records to members of the public on

request. While publication of a regulation will give

broader notice and more specificity to what we believe

in. the Administration's obligation under the Act, the

i)endencv of the period for public comment upon the proposed

regulation cannot eecuse us from performing cur duty under

the Act. The right of the public to information is defined

by the Act and is not dependent upon the existence of

regulation.

Your more specific complaint regarding disclosure of

records is that certain disclosures called for by the terms

of the proposed regulation are contrary to assurances of

confidentiality given to the pharmaceutical industry by

the Food and Drug Administration. The proPosed regulation

itself, however, will provide a procedure by which any

aggrieved pharmaceutical firm may challenge the Admini-

stration's determination that a particular record should

be disclosed. Insofar as disclosures during the period

for 'public comment on the proposed regulation are concerned,

Mr. Hutt informs me that disclosures which would be subject

to this procedural. safeguard are now being made only after -

. c4scussion thevcompanyeor%individuel-whO-S6bd-th

in'formaticn. So far, with only one unfortunate excePtion

which was contrary to the Administration's present practice,

no information of this sort has been disclosed where the

company or individual objected. In the event of objection,

actual disclosure will be withheld for 10 days to allow time

for the objecting company or individual to seek court

review.

Should you wish to pursue these matters further,

Mr. Hutt and I would be happy to meet with you at your

convenience.
. • . '

• 
;;;.. •

••*••••7 /41

• 4..1•'1 t--••• •"...."1•-•••'•

• Wilmot R. Hastings
General Counsel

cc, pr. Edwards
Ar. Hutt
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THE SECRETARY OF HEALTH. EDUCATION. AND WELFARE
WASHINGTON. 0. C 20201

C
o

August 17, 1972

Mr. C. Joseph Stetler
President
Pharmaceutical Manufacturers Association
1155 Fifteenth Street, N.W.
Washington, D.C. 20005

Dear Mr. Stetler:

Thank you for your letter of August 7 concerning recent activities of
the Assistant General Counsel, Food, Drugs, and Product Safety Division.
I note you have furnished copies of your letter to Charles C. Edwards,
M.D., and Peter Barton Hutt, Esquire.

Mr. Hutt, in whom I have complete confidence, is on a well deserved
vacation from which he will return in early September. Any comment on
what you consider to be problems due to Mr. Hutt's activities will
necessarily be delayed until after Mr. Hutt returns to his office, has
an opportunity to review your letter, and to furnish his views on the
points you raise. I have asked our General Counsel, Wilmot R. Hastings,
to pursue this matter with Mr. Hutt.

With kindest regards,

Sincerely,

/s/Elliot L. Richardson

Secretary
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The Honorable Elliot L. Richardson
Secretary
Department of Health, Education,

and Welfare
Washington, D.C. 20201

115 5 FIFTEENTH STREET. N. W.
WASHINGTON. O. C. 20 00 5

AREA CODE 202-29,2..0

August 7, 1972

Dear Secretary Richardson:

It has long been the policy of the Pharmaceutical Manufacturers Association and its
member companies to cooperate with the Food and Drug Administration whenever possible
in order to promote effective and fair regulation for the benefit of the public. There are
times, however, when serious differences of opinion as to the requirements of law and regu-
lation arise. In such circumstances, neither the agency nor the Association have hesitated
to seek redress from the courts. It has always been our assumption, boy/ever, that neither
porty would knowingly disregard the law once an issue has been adjudicated. Some recent
activities of the Assistant General Counsel, Food, Drugs, and Product Safety Division, have
cast serious doubts on this assumption. Specifically, he has stated that he does not intend to
comply with a recent decision of the U.S.. Court of.f9peals for ihefourt,h Circuit,(3cnte: _

--"Ri-chardsOri at al 71-1234, May 23', 1972)). Thal case held that manufacturers of drugs
never covered by NDAs could not be made subject to decisions on similar drugs covered by
new drug applications. The Assistant General Counsel, in a letter to PMA's Vice President
and General Counsel dated July 25, wrote, "With respect to the Court of Appeals decision,
it would be irresponsible for us to comply with an incorrect statement of the law". It is one
thing for a government agency to appeal a decision or to seek a different ruling in other juris-
dictions, and quite another to arrogate to oneself the decision of whether to obey the law.

We are also concerned by another development which we consider to be violative of the
Administrative Procedure Act. Involved are two agency regulations which have been published
in proposed form which are being enforced by the Food and Drug Administration as if they were
final orders. These actions cre being taken on the instructions of, or at least with the knowledge
Of, the Assis.tent General Counsel.

• .

- UCOC15263

Flepresent;ng mcnufe•cturers of prescription phi,rme.ceuticz.ls
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One proposal dealt with the scope of the applicability of notices implementing
the NAS/NRC panel findings to drugs subject to new drug cpplications. In essence, the order
would apply such findings to related or similar drugs to those mentioned in the notice even though
such drugs were not themselves subject to new drug applications. In a letter dated July 3, 1972,
the Assistant General Counsel stated that he was already applying the order to such thugs and,
indeed, had been for some time. (Enclosed are copies of correspondence relating to the problems
described above.) •

The second regulation'consists of a comprehensive set of rules puiporting to implement the
requirements of the Freedom of Information Act to the volumes of files maintained by the Food
and Drug Administration (37 FR 9123 ff of May 5, 1972). Under the order, much of the material
previously held in confidence by the FDA would now be subject to disclosure. Much of this data
had been received by FDA pursuant to agency-industry understanding that they would be main-
tained as confidential.

• The Assistant General Counsel has advised the PMA that the proposal is now being imple-
mented and enforced. Further, we have been informed by some of our member companies that
officials in the Bureau of Drugs of the FDA have been told that the proposed order should presently
be enforced.

The premature enforcement of these regulations clearly violates the basic requirements of
the Administrative Procedure Act. Of what value is a statutory mandate to permit interested
parties to comment on a proposed regulation before finalization or to challenge the final order
in court if the order "under consideration" is implemented even prior to the time comments are
received? With regard to the determination to release information in FDA files, we must strenu-
ously object to the unilateral- decision to release information previously received under a promise
of confidence. In addition to being a violation of the Freedom of Information Act,, such actions.. .
constitutes a conscious and deliberate breach of faith with the regulated industry.

' regret that it has become neeessary to inform you of these actions. However, I am sure'
that you can appreciate their seriousness to ours and the other industries involved. I would appre-
ciate your comment on the problems raised in this letter.

. Si cerely yours, ,

gtz_.1-27.27;e-

. Joseph Steller

. cc: . .Chorles C. Edwards M.D.
.••• • -Peter Bortcin Hult,• Esq. "-

Enclosures
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DEPARTMENT OF HEALTH. EDUCATION, AND WELFARE

OFFICE OF THE SECRETARY

WASHINGTON. 0 20201

:July 25, 1972

Mr. Bruce J. Brennan
Vice President and General Counsel
Pharmaceutical ainufacturers

Association
1155 - 15th Street, N. W,
Washington, D. C. 20005

Dear Mr. Brennan:

OFFICE OF THE
GENERAL CCU.1SCL

This is in response to .your letter of July 21, 1972, relating to FDA's
policy on the application of DESI notices to related drugs. Our
policy on this matter has been known for several years, It has been
enunciated in numerous DESI notices, talks, and letters by FDA of-
ficials. It hardly CO=2S as a surprise to industry and the public.
The proposed regulation merely brought it together in one place.

With'respect to the Court of Appeals' decision, it would be irrespon-
sible for us to comply with an incorrect statement of the law. We
have requested the Solicitor General to soak. certiorari in the cases
involved.

We. remain of the opinion that DZSI notices constitute a determination
that non-complying products are misbranded, and that the grandfather
clauses of the law do not protect non-complying products from mis-
branding charges. As you point out, a determination of misbranding
)aeana.,only•that,the.product, maynot- be'legally rarketed. In-that f-e):
Any subsequent marketing in a revised form, with labeling that does
not constitute misbranding, would in our opinion inherently make the
grandfather clause inapplicable.

I appreciate having your views on this matter.

Sincerely yqurs,

A4-11- •
Peter Barton Hutt
Assistant General Counsel
PAq4..Drugs,-and.Produot

• - Safety. DiviSion
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Peter Ba.reon Hutt, Esq.
Assistant General Counsel
Food, Drugs, and Envi•ronmental

Health Division
560.0 Fishers Lane
RocIcville, Maryland 202

Dear Mr. Flutt:

July 21, 1972

Thank you for your letter of July 3 responding to my June 23 inquiry
questioning FDA's policy on the application of DSI notices to related drugs.

Vie do not believe it to be a proper practice to implement a policy and
then publish...a proposed order suggesting that policy 1...‘nd requesting comments.
Such a procedure ignores the recluire.atents of the Administrative. :Procedure
Act. Further, we believe that Agency disregard of a decision by a U.S.
Court of Appeals is not responsible action on the part 01 C.:over:I:neat.

• . 1 note that you state in your letter that "DESI.notices constitute a
-...determination,that, .r.orieoinplying:.prc4u.c.t..,..are,- i s braaaecA,;nii .that,
grandia.ther clauses of the law do not ar,....ply to misbranding". \. bile we
recognise that the FDA may view. any product as misbranded, no such vie,-;
can have any le.gal efiect until upheld by a U.S. Court, based upon appropriate
proof in a civil or criminal case. In addition, even a decz...rmination of
misbranding does not result in the inapolicability of the grandfather clause
to the subject drug, unless and until it3 labeling is substantially changed.

V.:hile action at this time by M.•!..A has not been determined, I believe
it important that you have our views on these matters.

Sincerely,

Bruce. J. Brerinaii
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•
1155 FIFTEENTH STREET, N. W.
WASHINGTON, D. C. 20005

AREA CODE 202-296-2440

July 7, 1972

TO THE REPRESENTATIVES ON THE LAW SECTION

As a result of the decision in Bentex, et 21 v. Richardson, et al  (No.
71-1243, May 23, 1972), the enclosed correspondence was initiated. The
first portion of the response from FDA General Counsel Hutt needs no
amplification. However, please take note of the final paragraph of Mr. Hutt's
letter. The assertion that "DESI notices constitute a determination that non-
complying products are misbranded" has not been officially pronounced by
FDA prior to this time to our knowledge. •

Enclosures

• Vice President and
General Counsel . .
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Office of the Secretary
Rockville, Maryland 20852

July 3, 1972

• Mr. Bruce J. Brennan
Vice President and General Counsel
Pharmaceutical Manufacturers Association
1155 - 15th Street, N. W.
Washington, D. C. 20005

. •••

Dear Mr. Brennan:

- This is in response to your letter of June 20, 1972, in which you
recuest that appropriate FDA officials be notified that related drugs are
not covered by DESI notices.

For some time before the proposal published in the Federal Register
for February 10, 1972, FDA has been applying DESI notices to related drugs.
That proposal is intended simply to inform the industry of this enforcement
practice. Accordingly, publication of that proposal provides no reason for
temporary discontinuance of this type of enforcement.

The Bentex decision, to which you refer, is in our opinion not a proper
interpretation of the new drug provisions of the law. We are taking the steps
necessary to obtain further judicial review of that decision and/or further

. judicial clarification of this aspect of the law in other jurisdictions.
•wo.will not-discontinue -enforcement of 'DESI.ncticessagainSt--'."

related drugs on new drug grounds on the basis of that decision.
. . . . .

Finally, the DESI notices constitute a determination that noncomplying
products 'are misbranded, as well as illegal new drugs. As you know, the
grandfather clauses of the law do act apply to misbranding. We will therefore
also continue to enforce DESI notices against related drugs on misbranding
grounds.-

Sincerely yours,

/s/
•

• Assistant G•en:!rai Counsel
• Food, Drugs, and Product

Safety Division

..•
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. 0 155 EIFTEErn-H STREET, N. W.
WASHINGTON, D. C. 20005

AREA CODE 202.-29G•2440

June ZO, 1972

Peter Barton Hutt, Esq.
Assistant General Counsel
Food, Drugs, and Environmental
Health Division

5600 Fishers Lane.
Rockville, Maryland 20852

Dear Mr. Hutt:

Recently, some of our member companies have brought to our
attention that FDA is attempting to enforce 37 FR 2970 of February 10, 1972?
even though the proposal has not yet been published in final form. The
proposed order referred to is entitled in part "Applicability of DESI Notices
to Identical, Related and Similar Drug Products". Apparently, the attempts
to implement the proposal, in addition to being prematere, do not take into
account Section 107(c)(4) of the Drug Amendments of 19:32 which exempts
certain so-called "me-too" drugs from application of the "effectiveness"
portion of the ne,.v drug definition. You will recall that the T.Jrted States
Court of Appeals for the Fourth Circuit in Bentex, et al v. Richn:-clsen, et al
(No. 71-1243, May 23, 1972) held that manufacturers of drugs never covered
by ,NDAs which were "granc112.therecl" on October 9, 19E-2, would not be made
subject to new drug application requirements in. most circumstances.

We urge that the appropriate FDA officials be nc,tified that the related
drug proPosal has Oct been finalized and of the ruling of the Bentex case.

would appreciate your early reply in this matter.

.Sincerely, ,
, . . . . . . .

Bruce 3. Brennan
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Senator KENNEDY. Could you tell us a little bit about your policy of
transferring people?
Dr. SCHMIDT. Yes. Because I have told the Bureau of Drugs what

my policy is, and I would say what mine is, Dr. Crout may amplify
because his policies are important,
In general, I believe that people should be doing a job in which

they are effective and efficient and happy.
Senator KENNEDY. What about qualifications?
Dr. SCHMIDT. If three people—sir?
Senator KENNEDY. Does qualification matter?
Dr. SCHMIDT. Well, I believe that is implied by my use of the word

"effectiveness."
Senator KENNEDY. I see.
Dr. SCHMIDT. Now, I am not hung up on rigorous qualifications for

a job, because I will state to you directly that my criterion is effective-
ness. Of getting the job done. And I have sometimes put people who
were "unqualified" in a job and they have done fairly well.
Now I will move people who are unable or unwilling to be effective

and efficient in their jobs, and I will put the good of the organization
before the good of an individual in terms of his happiness. Because it,
is more important for the organization, in general — and it is an im-
portant organization—to be effective than it is for each and every in-
dividual to be happy.
Senator KENNEDY. This, again, sounds awfully nice, Mr. Commis-

sioner, but we heard yesterday from 11 witnesses, who disapproved
different drugs, and in many instances had their findings upheld by
review and advisory committees, and all were transferred out of their
areas of expertise, into other areas where I think uniformly they felt
their talents, efforts and energies were not being utilized.
Now, that is a pretty compelling pattern.
Dr. SCHMIDT. Well, I can give you now a range of possibilities,

and then after my investigation supply a more satisfactory answer.
The range of possibilities for transfers would include agency needs

in other areas. I will transfer somebody if there is a priority area
someplace else and he is needed there.
The range of possibilities also include incompetence or an unwill-

ingness to do a job when asked. It goes through a spectrum of possible
reasons.

Senator KENNEDY. Well, it seems to me that if they are unwilling
or incapable of doing a job, you would take action to remove them from
the agency.
But we are talking about a different pattern here. I am sure you will

give us some explanation. We will welcome it. But they are patterns
which I would think, you would be very much concerned with, as they
don't seem to relate much to incompetency or unwillingness.
Dr. SCHMIDT. Well, if your assumption—and I assume it is an as-

sumption, not a conclusion—of a pattern is valid, then I would guess
there may be a pattern to the reasons, and I would be as interested as
you in finding that out.
Senator KENNEDY. Take Dr. Nestor, for example. He did excellent

work in MER-29. Mr. Meyer, who is the former Office of Legislative
Services, says he believes that Dr. Nestor is now in a position to make
a greater contribution to the protection of the public from harmful

9
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products. I think he said Dr. Nestor said he had not done 3 months'
work in 2 years.
Dr. SCHMIDT. I saw that and was shocked by that. [Laughter.]
Senator KENNEDY. So were we.
Dr. SCHMIDT. It really makes me wonder about the individual.
Senator KENNEDY. It makes me wonder about the agency.
I think to try to impugn his service is unjustified based upon his

record, which I think stands pretty tall. We are not going to let you
take any of the witnesses who were here and destroy their effectiveness.
"I want to make that perfectly clear," as it were, and I am sure I
speak for every member of these committees, Republican as well as
Democrat. I certainly hope that in your review you are not going to
start off by saying we have a lot of misfits here, boys, let's get the jus-
tification on it, because if you could have listened to these people
and heard how they care about the agency and the pride they have
in their work, and what it means to them in terms of their professional
competency to have the distortions that have been made against them,
you would have been disturbed. That was an indictment, Mr. Commis-
sioner, and you could not escape it from listening to those witnesses
yesterday.
Dr. SCHMIDT. If I may just make a personal note, I am a little dis-

turbed that you make such a point to assure my responsible behavior.
Senator KENNEDY. I am not sure that I caught what you said.
Dr. CRour. I hope the record will also read that some others of

us have laid our professional careers on the line to serve the people
through the Food and Drug Administration. I think there is generally
the assumption that there are white hats and black hats and somebody
is on the carpet. Your study of the agency will more likely find out
the truth if it is gentle on the people involved.
We are dealing with a lot of people who have deeply felt motiva-

tions, including management. We are dealing also with an admixture
of personnel problems, false assertions, true issues, and deep issues
of policy. We simply would like to get the chance to straighten them
out in a healthy and a warm environment before there is mistaken
testimony or impression about the competence of the entire agency.
It would be a disservice to the American public for them to think

that an agency we are responsible for is behaving in the manner in
which you have gotten the impression. We are very concerned about it.
Senator KENNEDY. Well, I appreciate that. By raising the issues re-

garding the pattern of harassment, we do not downgrade other people
in the agency. What it does probably reflect is a good deal of adminis-
trative problems. These stories are so. And in listening to them, I
for one felt it was extremely powerful and compelling testimony.

• I gathered from what was said this morning that you are going to
promulgate rules and regulations. But I dare say that your statements
of what is policy at FDA and what is being carried out are not the
same.
I also asked you to show us some written information. You do not

have that, Mr. Commissioner, or at least we haven't seen it.
Now, we are going around again.
Dr. CROUT. You can hardly expect me to have come with minutes.
Senator KENNEDY. Exactly.

42-665 0 - 75 - pt. 7 - 15
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Dr. CRourr. With memoranda and so on, to document the policy is-
sues that have arisen here.
We will respond completely and as quickly as we can, now that we

know what—and when we know specifically what we are investigating.
Senator KENNEDY. All right. Just a final few minutes, Doctor.
Do you believe that the raw data is essential to make an informed

judgment on an NDA ?
Dr. SCHMIDT. Yes.
Senator KENNEDY. And do advisory committees usually review raw

data?
Dr. SCHMIDT. No; they do not usually review raw data.
Senator KENNEDY. Should they?
Dr. SCHMIDT. I think that in certain circumstances that is war-

ranted, yes. But I do not believe it is possible or profitable, nor do
the advisory committees themselves either want or need, in all in-
stances, raw data.
It is occasionally extremely voluminous; it is occasionally hard to

draw together. Among the things we are doing is changing the way
data have come into the agency, changing the way the data presented
are organized so that the data can be more generally useful. But it
would be an impossible task for the committees to routinely review
the raw data.

Senator KENNEDY. This is one of the contributions made yesterday
by Dr. Freeman and Dr. Solomons. I am not sure which one, but one
of them made the observation that the summary data that was pro-
vided to them was misleading and inaccurate, and was not justified in
terms of the raw data that they reviewed.
Dr. ScHmnyr. Now, once again—
Senator KENNEDY. I understand that you were understandably not

prepared with documentation. But the point is that someone has to
review that raw data and it would appear to me that the persons who
do review it have the burden of proof, and consequently their recom-
mendations should receive considerable weight.
Can you tell me why, in your procedures, Mr. Commissioner, what

review is there made of a favorable decision on an NDA ?
Dr. SCHMIDT. The process presently—and I stress presently because,

you know, we have admitted that things are changing and have
changed—is identical for the drugs that are approved and the drugs
that may be disapproved.
There is no difference in the way the two are handled.
Senator KENNEDY. Well, again, Commissioner, there were 11 people

yesterday, mostly medical officers, who said that when they approved
an NDA, to their knowledge, that decision never was overturned. Their
judgment was questioned only when they disapproved it.
Dr. SCHMIDT. In my statement I made one point that is natural and

true, and that is that within the process, which is identical, if every-
one agrees, there will not be the questioning and the discussion that
there will be if there is disagreement. That is factual and logical.
And there used to be differences. Formerly, one individual within

the Bureau of Drugs could stop a drug and there were different path-
ways for approvals and disapprovals, but that is no longer true.
Dr. Grout may be able to amplify.
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Dr. CROUT. I think there is a real misconception that should be
corrected. In the first place, most new drug applications are eventually
approved. A disapproval on a new drug application is uncommonly a
permanent turndown of that drug.
If drugs are turned down permanently for lack of safety or efficacy,

those problems are generally discovered during the IND process m
our system, which is a good way to do business. An NDA is usually
not submitted.
So the idea that turning down NDA's is in some way equivalent to

protecting the public on a safety issue is not correct. We should be
protecting the public on safety issues well before any drug reaches
the NDA stage.
Now, if we send out a nonapproval letter, that must list in it the

deficiencies, and that letter is subject to legal challenge. It is a de-
manding exercise to write a good nonapproval letter.
In contrast, if we write an approval letter, the letter itself is quite

easy. But the scientific inquiry at that point is directed to what is the
evidence supporting safety and efficacy, and is the labeling proper.
Now, I can assure you that these two things are handled equally.

Both approvals and nonapprovals are signed off by the Bureau Direc-
tor. There is a great deal of recycling of applications, both approvables
and nonapprovables, more recycling than we would like sometimes,
from upper levels of the bureaucracy to lower levels. And the purpose
is to build a good record, to see that the documentation is correct. The
right decision must be made for the right reason and be documented
correctly. I know simply of no basis for any statement that, in the
last 2 years at least, drugs which are approved or not approved are
handled differently. Both go to advisory committees. Both go to
rounds. Both are signed off by the same people. We exercise the same
care in the review of data. It is completely a false issue to think that
a responsible manager is interested in having his name attached per-
manently to some future drug disaster.
That is just completely stupid for people to think that persons

known to the public—the Commissioner, myself, Dr. Finkel, and so
on—want to have another thalidomide weighing on our consciences.
Now, I will say that during the 1960's, the system was that approv-

als went up to the Commissioner for signature, while nonapprovals
could be signed off by either the medical officer first or later by the
Division Director.
So at that time, when nonapprovals went out at a lower level of

the bureaucracy, there were a large number of appeals to the Com-
missioner about these nonapprovable letters. From this stemmed, I
think, a number of troubles you heard about, of members of manage-
ment meeting with industry and so on.
Now, that is a bad system. We recognize it as such and have

changed it.
But I wish to state very forcefully that approvable letters and non-

approvable letters are handled exactly the same. And I will welcome,
I welcome open study by anybody of any deviation from that practice
in the last couple of years. Any alleged deviation.
Senator KENNEDY. Can you tell us how many approved recommen-

dations in the last 2 years have been overturned by a review committee?
Dr. CRour. How many—
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Senator KENNEDY. Approved.
Dr. CROUT. Again, I point out that the issue of approvable-nonap-

provable seldom goes in that form to an advisory committee.
The questions are usually if it is approvable : What should the warn-

ing say? Do we have sufficient data for this indication? Do we include
other indications in the labeling.
These are the kinds of questions which come to advisory committees.
Senator KENNEDY. Right. But not whether it should have been

approved?
Dr. CRour. Well, they are then asked, in certain circumstances but

not every one, do the data, in your opinion, support the safety and
effectiveness of this drug.
Now, it is quite rare for an advisory committee to disagree with the

Food and Drug Administration staff on that point, because a correct
review by good people, as you pointed out, presented to good consul-
tants, is very likely to lead to the same judgment.
Now, I do not recall a new drug application which has had in the

last 2 years a nonconcurrence attached to it on the part of the medical
officer or pharmacologist.

There are some where the original reviews recommended nonap-
proval. But then new data come in or there is a recycling, or something,
and there is a re-review. But by the time a new drug is fully approved
for marketing, there is generally widespread concurrence among the
FDA staff and the consultants or advisory committees on that decision.
There may be some real differences of opinion on what the labeling

should say, that sort of thing, but the fundamental issue of approv-
ability is rarely contested.
I sign off on, perhaps, 8 or 10, probably, new applications a month.

Not quite that, 5 to 8.
More than half of those, both approvables and nonapprovables,

recycle from my office back down again for certain problems, and this
recycling includes both the approvables and nonapprovables.
They always go back to the Division. They always go to the review

team.
I have never signed a new drug application on which I did not see

what I thought was a fully competent medical officer's review, and if
there isn't one, it goes back again.

Senator KENNEDY. Well, I thank you, Mr. Commissioner. The varia-
tions in the presentations made yesterday and today are really
dramatic.
I think this is what this committee is interested in, and we will be

looking forward to working with you on it.
I think these charges and allegations are extremely serious.
I for one feel that the Food and Drug Administration itself in terms,

of protecting the public interest in drugs, has a record which is un-
paralleled in any country in the world, and I think all Americans
should recognize this. But that does not mean that it cannot be made a
great deal better, because the allegations that have been made in the
course of those hearings yesterday were extremely shocking and dis-
tressing. We need responses, direct and specific. I hope that you are
going to take every possible step within the agency to effect remedies
for these patterns of harassment.
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So we are going to look forward to working with you on this particu-
lar issue.
Dr. SCHMIDT. Thank you. I appreciate your last comment, and par-

ticularly your comment about the work of the Food and Drug Admin-
istration, because I really believe that is important.
None of us sitting here before you would claim that bad things have

not at one time or another happened in the administrative practices of
the agency and all of us, as Dr. Crout I think quite eloquently said,
are dedicated to getting to the bottom of what I would agree was highly
disturbing testimony yesterday and please know that we will work
very hard to improve the agency in any way that the evidence would
show that it needs improving.

Senator KENNEDY. I am very happy to hear that. We on this com-
mittee, having worked with FDA for years, are in a particularly good
position to appreciate the generally outstanding record of the FDA,
and we are as anxious as you are to correct those patterns of abuse
which detract from that record. We will look forward to working with
you to help you do so.
I want to thank you very much.
[The prepared statement of Dr. Schmidt follows:]

*
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Mr. Chairman:

We are pleased to have the opportunity to appear before your

Subcommittee to discuss the impact of our regulatory system

on the development and marketing of drugs in this country.

Mr. Chairman, I would like to state that we believe the United

States system of drug regulation allows the drugs marketed in

this country to be the safest, most effective medicines in the

world. Nevertheless, as you well know, serious concerns have

been voiced. Some critics allege that we have been too lenient in

removing unsafe or ineffective drugs from the market, while still

others charge that our system frustrates the development and

introduction of new drugs. Some of these concerns are:

-- The 1962 Kefauver-Harris Amendments and their

implementation by the Food and Drug Administra-

tion have unnecessarily hampered new drug develop-

ment in the United States, and have driven drug

research abroad.

-- There is a growing therapeutic gap between this

country and other nations of the world.

-- There is a decline in the number of important

new drugs entering the rarl'et in this country.
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-- That drugs are approved without being safe.

-- That ineffective and dangerous drugs are not

removed from the market.

These concerns have not been lightly dismissed by the Food and

Drug Administration. On the contrary, we are very interested

by them, and have carefully examined them. We have identified

several significant issues that relate to these charges and which

I would like to discuss. These include:

Public policy.

Scientific advances since 1962.

Differences in drug laws and regulations
between nations.

-- Requirements of 1962 Drug Amendments.

-- FDA's implementation of the 1962 Drug
Amendments.

To place in perspective my discussion of these factors, it is

necessary to first address the question--Has the number of new

pharmaceuticals approved in the United States been declining?
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THE RATE OF DRUG INTRODUCTION I THE UNITED STATES 

Clearly Mr. Chairman, there has been a decline in the rate of

introduction of new pharmaceuticals in the United States. This

decline began in the late 1950's and leveled off in the early

1960's.

Figure 1 (page 4) shows the number of new chemical entities approved

by FDA each year since 1950. I would like to submit for the record

a list (Appendix A) of these products, the year in which they were

approved, and an FDA rating of the therapeutic gain each product

represented when it was introduced. As figure 1 shows, the overall 

rate of introduction since 1960 is approximately one-third to one-

fourth that of the 1950's. Please note that the decline began prior 

to the enactment of the 1962 Amendments to the Federal Food, Drug,

and Cosmetic Act. It is also apparent that the decline has been far

greater for those drugs representing little or no therapeutic gain

than it has been for drugs representing modest or major therapeutic

advances. An important fact is that these latter drugs have been

developed and approved at a more or less constant rate since the

mid-1950's.

How do these data compare with other countries? Figure 2 on page 5,

using data from Paul deHaen*, illustrates the rate of introduction of

new chemical entities into other countries. It is clear that the

decline in the 1960's is world-wide and cannot have a simple cause or

a cause that exists only in a single nation or a single regulatory

program.

,President, Paul deHaen, Inc., 111 W. 42nd Street, New York, New York
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Many people have commented on the rate of introduction of specific

drugs considered to be of importance. Dr. William Wardell* has

analyzed differences between the United States and the United

Kingdom in the availability of new drugs. Mr. Paul deHaen has

identified a selected number of other drugs of apparent medical

importance marketed outside the United States in a number of

European countries and Japan. Table 1 on page 7 compares the total

number of drugs marketed in the United States, the United Kingdom,

Germany, France, and Italy from 1960 to the present. Also shown

are the number of drugs in each country that are not available

in the United States. The table then notes how many of those drugs

are under IND investigation and how many were identified by Wardell

or deHaen as important. I am also submitting for the record a

summary (Appendix B) of the current status of each of the

drugs cited by Wardell and deHaen as well as the status of

other drugs available in Europe (but not here) which are under

investigation in this country.

Several conclusions can be drawn from the analyses of the data

in Table 1. Examination of the drug supply of any country shows

it to be lacking many drugs that are available in other countries.

Thus, no country has more than 48 percent of the 590 drugs not

available in the United States and England has only 32 percent.

'Department of Pharmacology and Toxicology, University of Rochester,
Rochester, New York.
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Moreover, of the products not available in this country, the

majority duplicate drugs which are already available in the United States.

Only 196 are of sufficient interest to manufacturers to have

generated an IND, of which only 124 are active. Further, most

are not identified by the Wardell or deHaen studies as of potential

therapeutic importance. The important issue is not the number of

new drugs not marketed in this country, but whether any are of

therapeutic importance, given what is already available in the United

States.

In February 1973, FDA testified before the Subcommittee on Monopoly

that among the drugs not available in the United States, there were

no therapeutic breakthroughs or life-saving agents for which an

equally effective alternative was not already available in the United

States. We have again reviewed this list and reached the same

conclusion with one exception. A drug called salmon calcitonin,

similar to a drug marketed in Europe, now appears to provide effective

treatment for a sometimes debilitating disease of bone called Paget's

Disease. Review of the NDA for this drug is nearly complete.

Although the list in Appendix B includes (again with one exception) no

"breakthroughs," we would emphasize that it does contain drugs which

appear to offer convenience gains, and in some cases an improved benefit-

risk ratio compared to drugs available in the United States. We are concerned
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that these particular agents are not yet available in the United

States and are subjecting this problem to close scrutiny.

A second aspect of this problem, Mr. Chairman, is the shift abroad

of drug investigation, especially its early phases. Industry knows

better than we do the extent to which this has occurred, but it

is clear that we now see more drugs for the first time only

after they have been studied in Europe. We are concerned about

this trend because it may weaken our own national capacities in

clinical investigation in therapeutics and exaggerate the delay

in the introduction of useful new drugs here. It will also shift

to other countries responsibility for dealing with the ethical

and scientific problems raised by modern research in which the

United States should properly participate. I would now like to turn to

a brief discussion of some of the issues that have contributed to this

situation, or may affect it in the future.

PUBLIC CONCERN 

An extremely important issue in recent years in influencing the development and

marketing of drugs in this country has been the rising concern of

the public about drug safety, as well as about the ethical aspects

of human research. We live in an era of increasing skepticism about

the value of new drugs wnen compared with the risks of

developing and using them. As more drugs are developed; as more

therapeutic gaps are filled, people begin to ask hard questions

•

•
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about the new drugP still under development. Do we really need

them? What do we know about their safety in long-term use?

How much can we trust that the animal toxicology tests they have

passed will really protect us? If a serious toxicity is

discovered in animals, will that necessarily occur in man? How

much risk should we take finding out the answer to that question?

There is, in addition, increasing concern with the ethics of human

drug investigation. Questions have been raised about whether

informed voluntary consent can really be obtained from prisoners,

minors, or patients in mental hospitals; and about whether

institutional review committees as presently constituted provide

adequate protection of patients' interests.

It is evident that public concern with drug investigation, like

Federal regulation of drug investigation, can make drug development

more difficult and more expensive. This clearly can cause such

investigation to move abroad, but it also has clear benefits in

terms of assuring the public safety. How the potential loss of

new therapies due to decreased drug development should be weighed

against the potential risks of human investigation is an issue of

great complexity. This important judgmental issue must be addressed

by representatives of many interests and disciplines and ultimately

must be resolved by the public.
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•

Next, let us consider the impact of scientific advances since

1962 on drug development.

SCIENTIFIC ADVANCES 

As we all know, there has been an enormous growth in the past

two decades in biomedical knowledge, in the sophistication of

research, and our ability to develop new information about a

drug. An example of which you are well aware, Mr. Chairman, is

the relatively new field of bioavailability and another is

drug-drug interactions. While many useful entities have been

developed and marketed in the past without knowledge of bioavailability

and potential drug interactions, we cannot ignore these issues

today. Regulatory requirements for more information undoubtedly

slow new drug introduction, but such requirements have also

stimulated acquisition of important new scientific and medical

knowledge about new drugs.

Today's world includes a great number of important therapeutic

agents unknown a generation ago. These include antibiotics,

antihypertensive drugs, diuretics, antipsychotic drugs,

tranquilizers, cancer chemotherapeutic agents, and a host of

others. This therapeutic achievement has occurred because of

the applied research efforts of the drug industry in a society

which also values and supports fundamental research aimed at

the expansion of biomedical knowledge. In many of these impor-

tant drug groups, there are already a large number of fairly

42-665 0 - 75 - pt. 7 -16
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similar drugs. As the gaps in biomedical knowledge decrease, so do

the opportunities for the development of new or useful related drugs.

This is, as plainly as shown in Figure 2, an international phenomenon.

This does not reflect a loss of innovative capacity, but rather

reflects the normal course of a growth industry as it becomes

technologically more mature.

Another factor could be that in American medicine, basic research on

fundamental problems in biology often is attributed as having a

higher status prestige-wise than applied research in therapeutics.

As a result, the number of highly talented investigators attracted

into the drug research field may not be as high as would be

desirable.

On the other hand, clinical pharmacology and therapeutics as academic

disciplines appear to be stronger in certain other countries,

particularly Sweden and the United Kingdom. This fact and the

availability of high-quality drug-oriented investigators in these

countries may also be stimulating the shift of early clinical trials

from the United States to these countries.

I would now like to turn to the next factor which, in our judgment,

has had an important effect on drug development in the United States.

•

•
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DIFFERENCES IN DRUG LAWS AND REGULATIONS BETWEEN NATIONS 

Mr. Chairman, an ideal regulatory system should carefully review

each new drug, screen out the ineffective drugs, evaluate

benefit-risk data and approve as rapidly as practical those drugs

which represent new or useful modes of treatment.

With that in mind, let us examine how drug regulatory systems can

affect the drugs available in a country. Drug firms respond to

the same economic forces that affect other commercial enterprises,

including the cost of complying with regulatory requirements.

Major firms developing new drugs in the western world are almost

all multi-national in character. They can therefore develop and

market their ptoducts wherever costs are less and regulations

less stringent. This may result in earlier availabiLity of drugs

in some countries. In some cases, the cost of development could

prevent development of a drug entirely if expected sales are not

large. This may often be the case for drugs to be used for

treating a rare condition.

Drug regulatory systems vary widely from country to country. Most

include a requirement that drugs be safe. Some include effectiveness

requirements, while others do not. Some regulate all phases of drug

investigation in humans. Some regulate only part of this process,

while others do not regulate investigation at all. There are thus

many opportunities for multi-national drug firms to investigate and

market drugs under widely differing regulatory systems.
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This country is the first drug-developing Nation to attempt to

establish the effectiveness of its entire supply of prescription

drugs, both old and new. Our drug efficacy study of the effective-

ness of drugs marketed between 1938 and 1962 is unique in world

medicine, and is serving as a model for increasing numbers of other

nations, which I assure you are imitating us.

Even so, most countries are not as yet keeping unsafe drugs

out of their markets, much less ineffective ones. This fact has

recently been pointed out in the Medical Letter through a warning

to travelers to South America, and has also been the subject of

recent newspaper articles in the Washington Post by Mr. Morton Mintz.

(Appendix C)

It is, therefore, clear that the degree to which any country regulates

the marketing of drugs within its boundaries has a significant impact

on both the number as well as the quality of drugs available to its

consumers.

Let us now turn to the fourth factor identified at the beginning of

my statement--the 1962 Drug Amendments.

REQUIREMENTS OF 1962 DRUG AMENDMENTS 

The Kefauver-Harris Amendments of 1962 represented pioneering

legislation which added three extremely important requirements:

An effectiveness requirement for all new drugs, control over the

research of the drug industry through the IND procedures, and a

mandate to regulate prescription drug advertising.

•
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The Effectiveness Requirement 

The effectiveness of a drug must be supported by "substantial

evidence"--based on adequate and well-controlled investigations,

including clinical trials conducted by experts qualified by

scientific training and experience to evaluate the effectiveness

of the drug involved. This requirement for well-controlled

clinical trials was supported unanimously by a wide variety

of leading scientists, physicians, and clinical investigators

who testified at the Kefauver hearings. There was general

agreement that reliance on the subjective impressions of even

highly qualified observers was not an adequate substitute for

such studies and could not provide an objective basis for

decisionmaking.

There is no doubt that an effectiveness requirement will decrease

the number of drugs marketed in a country and can delay the

marketing of others. Since the United States is one of a mall

number of countries to have an effectiveness requirement, it is

logical to expect that more drugs will be marketed in countries

without the requirement. As you know, the 1962 Amendments required

FDA to review the effectiveness of all prescription drugs marketed

between 1938 and 1962, during which years they had only to be "safe."

As a result of this review we have removed more than 700 different

drug products from the market for lack of effectiveness. Many of

these are still available in other countries but we are well rid

of them.
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Both physicians and economists have recently challenged the benefits

of having an efficacy requirement; although I find it hard to believe

they can be serious. They contend that the cost to society of delaying

important new drugs while their effectiveness is proved is greater than

the benefits produced by the avoidance of ineffective drugs. A full

discussion of this argument is beyond the scope of this testimony, but

it is worth citing a recent example of an extremely costly failure to

establish effectiveness.

The example is the use of diethylstilbestrol (DES) in pregnancy to

prevent spontaneous abortion. This treatment was widely practiced

in the 1940's and 1950's, although its effectiveness was never

established through well-controlled studies. It was apparently

considered safe by all reasonable standards, but in 1971,

Dr. Arthur Herbst showed that the female children of mothers treated

with DES had a markedly increased incidence of vaginal cancer at

puberty. The cost to society in either anguish or dollars can never

be totaled. One could suggest in retrospect that the safety of DES

had not in fact been adequately demonstrated, but that is the wisdom

of hindsight. It would have taken a remarkable prescience to know

that treatment of a mother could result in a malignancy in her child

15 to 20 years later. We can never hope to guarantee the absolute

safety of any drug, but we can determine whether it is effective.

The DES disaster resulted from widespread use of a drug that was

ineffective and was easily demonstrated to be ineffective once
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controlled trials were attempted. We are used to considering

risk-benefit ratios when an effective drug has known or potential

hazards. The DES case is a reminder that where there is no benefit,

the risk-benefit ratio is always unacceptable. Fortunately,

ineffective drugs do not generally turn out to have hazards of

this magnitude, but the possibility exists, and the marketing of

drugs without documented effectiveness courts unnecessary disaster.

Some have argued that although the effectiveness of a drug is

important, it can be properly appraised in clinical practice and

that Federal restrictions on the availability of drugs are

unnecessary and represent judgments that are properly left to the

physician. I have great respect for practicing physicians and

the practical problems they face in everyday practice, but I

cannot agree that effectiveness can be reliably established in the

course of medical practice or that the FDA requirements for proof

of effectiveness represent an undue limitation on the practice of

medicine. In fact, the exact opposite appears to be the case.

The practice of medicine is strengthened when the therapeutic

options available to the physician are all known to be effective.

Medical practice is difficult enough without the physician having

to worry about the basic effectiveness of the drugs he prescribes.
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I think that most physicians believe this, and that the present

attack on the effectiveness requirements represent a response to

the unavailability in this country of a relatively small number of

drugs that physicians feel are particularly important.

I believe that better understanding of the effectiveness requirement

would result in greater appreciation and acceptance of it. Much

of the debate with industry over this requirement subsided when

FDA published in 1970 regulations describing exactly what a

well-controlled study was. Uncertainty over the meaning apparently

was as much a cause of the dispute as the requirement itself.

We recognize that certain drugs of therapeutic merit have become

available in foreign countries before they have become available

in the United States. However, we do not agree that a change in

the effectiveness requirement is a responsible solution to this

problem.

Investigational New Drugs 

Under the Federal Food, Drug, and Cosmetic Act, a new drug'may

not be shipped in interstate commerce without an approved new drug

application (NDA). FDA approves an NDA if adequate and well-controlled

data establish that the drug is safe and effective for the conditions

recommended in its labeling.

Under the 1962 Amendments investigational use of drugs is also

permitted so that sponsors may develop the data needed to demonstrate

safety and effectiveness.



3065

- 19 -

The investigations must be scientifically sound and may not expose

the subjects to undue hazard. The investigational plan, along with

results of animal studies is submitted to FDA for review as a

"Notice of Claimed Investigational Exemption for a New Drug,"

more commonly referred to as an

The IND is a unique feature of regulatory law which has had enormous impact

on new drug development and indeed on clinical research throughout the

world. While some other countries also have regulatory requirements

over clinical investigation--notably Canada, the United Kingdom, Australia,

and the Scandinavian countries--many nations have little or no control

over the clinical investigation of new drugs. This is the current

situation in, for example, Germany, France, Italy, and Switzerland.

This world situation obviously provides a variety of opportunities for

a multi-national drug industry to investigate new drugs outside the

reach of a strong regulatory process.

It is true that many, if not most drugs initially tested in man, fail

to be marketed because of a lack of effectiveness or because of adverse

effects, or a lack of commercial interest and never progress beyond an

early stage of investigation. It is, therefore, particularly tempting

to perform initial tests of drugs in countries that do not regulate such

early clinical testing. We suspect that our IND procedures have been

an important factor in the shift of early drug research toward Europe.

It is,nevertheless,difficult to imagine that we could return to the days

in which the safety of investigational subjects depended solely on the

responsibility and knowledge of clinical investigators. The IND

regulations assure that both adequate animal studies are conducted

prior to clinical testing and that proper monitoring and precautions

are followed in clinical trials.
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Criticism of the IND process has centered not on its existence,

but on its management and on specific requirements that are

thought to be excessive or scientifically incorrect.

Another limiting factor we have discovered has been an apparent

tendency to give the review and monitoring of investigational

plans a lower priority than the review of completed studies.

This has resulted all too frequently in poor research planning

and the use of poor study procotols so that redundant studies

were performed and important questions not addressed. At

present all data relating to a new drug are not assembled for

review until the NDA is submitted. The result is often an

application of great bulk, representing considerable effort,

but with important deficiencies that should have been addressed

at an earlier stage of investigation.

It is now clear that the key to improving the drug development

process in this country, and to better assuring the public

safety, is to give primary attention to planning and review

during the investigation phase of new drug development. Such a

refocusing of our efforts is already happening, and it is requiring

a very important, but subtle, change in the attitude of the Agency

regarding its role in the development of drugs. In the past, the

planning of investigational studies has been viewed as the

responsibility of industry, and the conduct of these studies as the

responsibility of the investigator. Concurrently, FDA viewed its
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primary commitment in reviewing IND's to assuring the safety of the

proposed studies without being involved in the design of the study.

Such a policy would assure that we did not compromise our ability to

review a study in an unbiased fashion when the results were presented.

This policy was also reflected in the Agency's reluctance to state,

in the form of guidelines, the kinds of studies required for various

drug classes.

•
While this desire to separate the role of study design from the role

of study review is not without merit, a strict separation has two

important negative consequences. First, some clinical investigations

will be carried out when they cannot on their face succeed in providing

acceptable data. In such cases, investigational and financial resources

are wasted and, most important, patients are needlessly subjected to

the inconvenience and possible hazards of a worthless trial. The second

consequence is that drug development can be delayed. To the extent that

a drug is useful, such a delay represents a cost without corresponding

benefit to society.

Recognizing these consequences, the FDA has recently begun to modify

its approach. While there can be no question that a study must

in the end stand or fall on its merits, it is our present policy

to provide guidance at an early stage of study design, to assure

that clinical investigations are well-designed and can meet

regulatory requirements. This is being accomplished through meetings

between manufacturers and the Agency at which specific phases of

the IND process and investigational plans are 
discussed.

•
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In addition, we are developing, with the help of numerous experts

from the medical community and industry, guidelines for clinical

studies for a number of drug classes. Some of these guidelines are

now available in draft form and others will be in the near future.

Full implementation of a new policy focusing on the IND phase will

require extensive revision of the new drug regulations. We anticipate

the proposed revisions will be ready for publication by the end of

the fiscal year. Other proposals will also address certain issues

not well handled by the old regulations, such as the monitoring

of clinical investigation and the followup of patients in those

cases when unforeseen toxicity or potential toxicity occurs.

In sum, the proposed revision of the new drug regulations will

codify the best procedures and take advantage of our experience in

improving old regulations. Any impact of the new regulations on

the rate of new drug approvals will of course not be demonstrable

until several years after the regulations go into effect. We

would hope, however, that once the regulations are in effect the

time from drug discovery to approval will be substantially

shortened for those agents which meet the essential standards of

safety and effectiveness. These regulations cannot make the

United States as "easy" a country to develop drugs in as a

country which does not regulate drug investigation at all. Even

FDA critics have not advocated elimination of the IND regulations;

rather they have hoped for greater responsiveness and flexibility.

I believe this can be accomplished.
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Regulation of Drug Advertising 

The 1962 Amendments also directed the Food and Drug Administration

to regulate prescription drug advertising. This is again a more

stringent requirement than in other countries. One need only look

at the advertising in a medical journal in Britain, for example, to

determine for himself which country does a better job of promoting

full disclosure and fair balance in advertising.

Nevertheless, the effect on the introduction of new

pharmaceuticals must be appreciated. In the United States, our

regulations require that advertising claims be limited to claims

made in the labeling. Of course, the label claims must be

approved by FDA and supported by substantial evidence of

effectiveness.

Since manufacturers frequently want to make specific claims about

therapeutic advantages regarding either safety or effectiveness of

their particular drug, the precise wording of the labeling (package

insert) may take on considerable importance. When a manufacturer,

in his proposed package insert,makes claims which FDA feels are not

supported by available data, protracted controversy between the

manufacturer and the Agency may ensue over the wording of the label.

This, of course, may delay the introduction of a new drug.

In summary, it should be recognized that these three important

features of the 1962 Amendments are pioneering requirements in

world regulatory law. These features of United States law are
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becoming more common in other countries. The effectiveness

requirement in particular is being adopted by more and more nations,

the latest being the United Kingdom, in 1972. In addition, an

increasing number of drug developing countries are adopting controls

over human research. Many governments in smaller nations,

particularly the developing nations, depend upon FDA judgments

in their own evaluations of drugs. Despite the controversy the

requirements have generated, we firmly believe they are right,

and under effective management they will not unnecessarily hamper

the development and introduction of important new drug entities

in this country.

IMPLEMENTATION OF 1962 AMENDMENTS 

When the 1962 Amendments were enacted, neither the industry

nor the Agency had the management systems, the personnel,

or the sophistication to accomplish the scientific leap forward

envisioned by that new legislation. Both struggled with

limited resources, all too often in an unfortunate atmosphere

of acrimony. The academic community and clinical investigators

remained primarily interested in basic biological research and

were generally little interested in developing the quality

information in support of new drugs which all of us want to see.
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In 1969 the Food and Drug Administration underwent a major reorganiza-

tion and subsequently took a number of steps to address its management

and resource problems. A modern project management system was

established, new scientific and managerial talents were brought

to the Agency, and substantial budgetary support was provided by

the Administration. The decisionmaking process was progressively

opened to broader scrutiny and influence of greater scientific

expertise through the use of outside consultants and advisory

committees. By 1972 a scientific advisory committee system was

beginning to be associated with the actual drug review process and

this system is now functioning with 15 committees fully established.

Each committee provides its judgments, after detailed review of the

application by the FDA staff, on most of the NDA's for new chemical

entities that fall within its area of expertise.

A detailed study of the paperwork and data processing aspects of

the drug review process was conducted by Auerbach Associates; the

implementation of their recommendations began in 1973 and is still

ongoing. These developments and a variety of procedural changes

have improved both the efficiency of the review process and the

scientific quality of FDA decisions.

For over three years the safety review of every IND has been conducted

within the required 30 days. The backlog of NDA's not reviewed within

the statutory limit of 180 days has been halved in the past year and

now stands at 13 (there were about 250 NDA's submitted in 1973). The

total number of new molecular entities approved in 1973 was 18, the

highest since 1967 (Appendix A).
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We believe the record of the past five years will show that the

Agency has taken serious recognition of its management problems

and taken important steps toward their solution. This has been

accompanied by an increase in the quality of New Drug Applications

submitted to us and in the clinical data supporting safety and

effectiveness. All of our old problems are not solved, but we

believe that processing time by the FDA is becoming less of a

factor in delaying the introduction of new drugs and that

improvements will continue.

I personally believe that at present, our drug laws and regulations

provide proper balance of patient protection and encouragement of

drug development and that the improvements in the functioning of the

regulatory system, which I have described, will facilitate drug

development without having any detrimental effect on public safety.

We are about to publish final regulations indicating that the FDA

will accept data from foreign countries in support of New Drug

Applications, providing such data meet United States standards of

scientific quality and the ethical standards of the Doctrine of

Helsinki. We believe this will have a favorable impact, both in

stimulating quality research in Europe and in minimizing any time

delays in utilizing such data in New Drug Applications in the

United States.

V

Ot
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Drug research under our current regulations has a long record of

productivity and a good record of safety. This is to be expected

since such research is conducted by experts whose data are subject

to the scrunity of their scientific colleagues and of the FDA.

Research on new drugs is, and should be, carried out under the same

ethical standards and institutional review procedures that apply

to all human investigation.

The evaluation of new drugs probably involves less risk to patients

participating in clinical trials than is commonly recognized. The

most critical period in the lifetime of a drug is in the first year

or two after marketing. During this period, there is widespread

use of the drug in medical practice, as compared to use during the

investigational phase, and serious unforeseen adverse reactions, if

they are going to occur, are generally recognized at this time.

From the public health point of view, there are more adverse reactions

from the known toxicities of marketed drugs than there are from the

unsuspected hazards of investigational drugs. Improved usage of

marketed drugs in medical practice offers far more opportunities for

health gains than improving the usage of investigational drugs. This

is not to say that investigators, monitors in industry, or reviewers

in the FDA cannot improve their performance, or that we can relax

our vigilance in studying new, potentially toxic agents.

42-665 0 - 75 - pt. 7 - 17
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SUMMARY 

In sum, it is clear that the rate of drug introduction into the

United States has slowed since the 1950's. This slowdown is

worldwide, but is somewhat greater in this country than in other

advanced countries. There appears to be some drugs unavailable

in this country that represent modest but real therapeutic gains.

We are concerned about this and want to be very sure that useful

drugs are not held back unnecessarily. It also appears that drug

research has moved abroad to some extent. We are also concerned

about this, because of its negative impact on the development of good

clinical investigation in therapeutics and because it will further

delay the availability of useful drugs.

I think it is also clear that regulatory requirements are an important

influence on the availability of new drugs in this country. The law

intended this by setting exacting standards for the effectiveness and

safety of new drugs. The FDA has always attempted to administer this

law honorably and vigorously. And when faced with difficult decisions,

we will knowingly err in the direction of assuring safety. We believe

the record since 1962 speaks for itself. There have been no major

drug disasters in this country with either marketed or investigational

drugs since the Kefauver-Harris Amendments.

Many ineffective and unsafe drugs have been removed from the market.

Yet, the drug industry has maintained a continuing supply of important

new drugs to the medical profession and the public, and it has also

maintained its innovative capacities and scientific vigor.
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Nevertheless, any delay in the introduction of important new drugs

which can be avoided by better research, better planning, and better

administration of the FDA is in the public interest. We believe we

have done much in recent years to recognize and correct problems in

our awn house which have contributed unnecessarily to delaying

decisionmaking on new drugs. And we anticipate continuing improvements

in the future.

Today, the Agency is improving its managerial systems and scientific

competencies, and it has opened the decisionmaking process to public

scrutiny. We are also seeing a steady improvement in the quality of

applications received, especially from large experienced drug firms,

and steady improvements in the quality of clinical trials. We

anticipate further gains will be made as additional administrative

and policy changes focus still greater attention on the IND phase of

the drug development process.

We suspect that many critics who have voiced concern over the drug

laws have, in reality, been dismayed by management problems in the

FDA or in industry, or are stating their own disagreement with a

particular individual or Agency judgment. We accept these criticisms

as sincere, but misguided, for we believe that the vast majority of

physicians and scientists recognize that the Federal Food, Drug, and

Cosmetic Act, with its requirements for effectiveness, safety and the

IND process, is in the public interest.
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Finally, we would emphasize that the Agency is engaged in far more

than approving the introduction of new pharmaceuticals. The FDA

is unique among drug regulatory agencies in the world in conducting

a review for effectiveness of all marketed prescription drugs, old

drugs as well as new drugs, and an equally comprehensive review of

the safety and effectiveness of all over-the-counter drug products.

We believe an overall appraisal of our system should recognize the

important fact that our goal is not simply to have new drugs ahead

of everyone else. It is to have the finest possible total armamentarium

of therapeutic agents. While we may not be introducing certain new drugs

into this country quite as rapidly as certain other countries, we believe

we are well ahead of most other nations in achieving this overall goal.

We are convinced that the fundamental strategy of drug regulation in

the United States is sound. There is an absolute need for a

technologically innovative nation to have firm societal control

over the chemicals marketed for use by humans as therapeutic agents

and over the chemicals introduced into human investigation. We

believe those concerned about delays in the introduction of important

new pharmaceuticals in this country are fundamentally misguided if

they seek to correct that situation by altering the effectiveness

requirement in the law.

We will be pleased to respond to any questions the Subcommittee may have.
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YEARLY INTRODUCTION OF NEW DRUG PRODUCTS
1950-73

Ihe data in these lists ere derived from rDA files and from the publications
of haul dp [ken. FDA believes that the list represents the most accurate data
available to date, but there may be a small number of errors remaining,
particularly in the 1950's. Like the lists of Paul de ['den, these lists
contain drug products that are new salts or esters of previously marketed
drugs(N). New dosage forms, etc, are not generally included unless they
involve a ma.: salt or ester. In some cases a drug available for many years
was first approved in the 1950's, in which case it is listed (e.g. acetaminophen,
1950).

In evaluating the degree of therapeutic gain arising from the availability of a
new drug, FDA considered only the degree of therapuetic gain deemed to have been
offered by the drug at the time of its introduction, considering available
therapeutic alternatives at the time, without reference to subsequent experience
Or current status. Thus, certain drugs no longer marketed may be designated
as representing important gains. Our criteria were:

A. important Therapeutic Gain - Drug may provide effective
therapy or diagnosis -lby virtue of greatly increased
efficacy or safety) for a disease not ackquately treated
or diagnosed by any marketed drug, or provide markedly
improved treatment of a disease through improved efficacy
or safety (including decreased abuse potential).

B. Modest Therapfutic Gain - Drug has a modest, but real
advantage over other available marketed drugs; e.g.,
somewhat greater effectiveness, decreased adverse reactions,
less frequent dosing in situations where frequent dosage
is a problem, etc.

These evaluations are tentative, pending further study which is in progress.
Ratings given here are, for the most part, by Bureau of Drugs personnel, and
are being refined through consultation with authorities in various fields.
We are aware that many specific ratings will be controversial, but we believe
that the present ratings are useful beginnings. In any case, the ratings are
available for criticism and comment and it is possible for any analyst to develop
his own lists of important, modest, and no-gain drugs.

42-665 0 - 75 - pt.7 - 18
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1950

pRuu.j;NT. RATINn

Acetaminophen
Acetoxan
Alkavervir A
Amphetamine PO, Dibasic (N)
Biphenamine HCT 8
Corticotropin A
Cortisone Acetate A.
Cyclamate Sodium 8
Dicyclomine 11C1
Dimethyl Tubocurarine Cl (N)
Disodium Tetrathiodiglycolate
Ethyl Biscoumacetate
Khellin
Levararterenol Bitartrate
Mercumatilin
Methafurylene Br (N)
Methafurylene Fumarate (N)
Methantheline Br
Methdilazine Hydrochloride
Methimazole
2-Methoxymethy1-5-Nitrofuran
Morpholinium Ethosulfate
Octriphenate ANTI
Octyl Nitrite (N)
Oxytetracycline HC1 (N)
Oxytetracycline
Pipenzolate Br.
Piperazine Estrone
Polycarboxylic Exchange Resin
Potassiom P-amino Benzoate (N) A
Preqn,nolure
Pregnenolone Acetate (N)
Procainamide HC1 A
•Promethazine HC1
Pyrabrom
Quinidine Gluconate (N)
Racemorphan HBr
Salicylazosulfapyridine A
Sodium Gentisate
Sodium Secobarbital (N)
Sodium Thiamylal
Thiocarbasone
Vitamin A Palmitate (N)
Zirconium Carbonate
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4

1951

DRUG NAME RATING

Amin,pterin Sodium A
Benzw;uinonium Cl
3romaledte
Brorozinc HC1
BroMdiphenhydramine HC1 (N)
Calcium Aminosalicylate (N)
Caramiphen Edisylate
Carbacrylamine Resins
Chlorotrianisene
Cyclocumarol
Dextran A
Diamthazole
Dicthylpropanediol
Hydcrgine
Dimethisoquin HC1
Dioxyline PO4
Diphemanil Methyl Sulfate
DisodiuH 5-(P-Sulfophenylazo) Salicyl
Disulfiram A
Dyphyl line
Edrophonium Cl
Evans Blue A
Ferrocholinate (N)
Gallamine Triethiodide
Glamylol
Hexylcaine HC1
Hydrocortisone Acetate (N)
Inositol Hexanitrate (N)
Iopanoic Acid A
Iothiouracil Sodium
Meparfyrol

Metaraminol Bitartrate
Methandriol
Methorphiran HBr
Morphine PO4, Monobasic (N)
Neomycin SO4 A
Penicillin G Benzathine USP
Penicillin G 1-Ephenamine (N)
Penicillin 0 Potassium (N)
Pentaprythritol Tetranitrate
Phenacemide
Phenacridane Cl
Phenindione
Phenyltoloxamine Citrate
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1951 (Cont)

DRUG NAME RATING

PituiLory Hormone, Posterior A
Polymyxin 13 Sulfate A
Primaquin PO4 A
Probenicid A
Salicylamide
Selenium Sulfide A
Streptokinase Streptodornase
Sulfisomidine
Testosterone Cypionate
Trypsin
Veratrum Viride
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1952

DRUGNAME RATING

Amylosc Triiodidc, Beta
Arsthinol
Beclamidc
Bone Marrow, Deornteinized
Carhazochrome saucy ate

Chlormerodrin
Cobra Venom Sol
Digalloyl Trioleate
Direct Sky Sky Blue Inj.
Erythromycin A
Estradiol Cypionate
Hexamethonium Cl A
Hydralazine HC1 A
Hydrocortisone (N) A
Isoniazid A
Leucovorin A
Medryl amine
Methallcnestril
Metharbital
Methscopalamine Br
Monobenzone
Nalorphine HC1
Oxyphenonium Br
Pamabrom
Penethamate HI
Penicillin 0 Chloroprocaine (N)
Phentolamine Mesylate (N) A
Phentolamine HCL A
Phenylbutazone A
Promoxolane
Pyrrobutamine
Simethi cone
Strontium Lactate
Succinylcholine Cl A
Succinonitrile
Sulfamethizole
Tetraglycine Hydroperiodide
Trichloroethylene
Trolnitrate PO4
Tyloxapol
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1953

DRUG NAME RATINC

Acetazolomide A
Acetyl Sulfisoxazole (N)
Alseroxylon
Aminopcntamide
Benoxinate
Bithionol
2-Ethyl Butyl Alcohol
Calcium Alginate (N)
Calicium Disodium Edetate
Carbinoxamine Maleate
Cryptenamine Acetates
Cyclamate Ca (N)
Cyclizine HC1
Cyclopentol ate
Cyclopentolate HC1 (N)
Cycrimine HC1
7-Diethylaminoethyl Theophylline
Dihydroxy Al Sodium Carb.
Dimethicone
Diphenylpyraline HC1
Erythromycin Ethylcarbonate (N)
Erythromycin Gluceptate (N) '
ahopropazine HC1
Lthyl Vanillate
Ferrous Ca Citrate (N)
Fumagillin
Hexamethonium Cl Dihydrate (N)
Hexamethonium Br (N)
Hydroxystilbamide Isethionate (N)
Iophenoxic Aci
Isomethadone
isomei+ldone
Levorr )1
Lututr
Meclizoe HC1
Mepiperphenidol
Mercaptopurine (N) A
Merethoxylline Procaine
Methotrexate
Nitrofurantoin A
Penthienate Br
Phenoxybenzamine H:
Phensuximide
Piperazine Citrate
Piperazine Hexahydrate (N)
Piperidolate HC1
Pramoxine HC1
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DICIr. NAME

1953 (Can't)

RATING

Precc.ine Isnhvtyrate
Proivntheline nr
Prooionat.e Sodium
Prnparacaine HC1
1'ro1ovelo,1rinPs OR
Protoveratrines Maleatc (N)
Pyrimethamine
Quercctin •
Quinine Carbacrylic Res •
Rauwolfia Serpentina
Rescrpine A
Rotoxamine
Sodium N-Lauroyl Sarcosinate
Stanalone
,Stilbcmide Iscthionate
Testosterone Fnanthate (N)
Tetracycline HC1
Thyrotropin A
Tocamp41
Tolonium Cl
Tricyclamol Cl
Tricyclamol 504(N)
Triethylenemelamine A
Undecylenate Calcium (N)
Viomycin SO4 A
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1954

DRUG NAME RUNG

Acetyldigitoxin (N)
Aluminium Hydroxide Gel, Dried (N)
Aminometradine
Aminosalicylate Potassium (N)
Azapetine HC1 (N)
Azapetine PO4
Benzomethamine Cl

Betazole
Benztropine Mesylate
Bialamicol HC1
Buclizine HC1
Busul fan
Chlornromazine HC1
Cryptenamine Tannar) (N)
Cloizine Laco:ite N
Deslanoside
Dextran 70
Dextromethorphan HBr
Digoxin
Domine
Ectyl urea
Erythromycin Stearate (N)
Erythromycin Lactobionate (N)
Estradiol Valerate (N)
Ethiodized Oil
Fludrocortisone Acetate (N)
Fludrucortisone
Glaucarubin
Glutethimide
Heptabarbital
Hydrocortisone Butyl Acetate (N)
Laudexium Methyl SO4
Levothyroxine Na
Meclizine di HC1 (N)
Meglumine Iodipamide (N)
Mephenesin Carbamate (N)
Methoxsalen
Methscopalamine Nitrate (N)
Nitroglycerin (N) (sustained form)
Nystatin
Oxtriphyl line
Penicillin G-Hydrabamin (N)
Penicillin Phenoxymethyl Hydr
Pentolinium Tartrate
Piperazine Tartrate (N)

8
A'

A
A

8

8

A

8

A

A

A
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1954 (Con't)

DRUG NAME RATING

Pipradrol HC1
Puvidone
Primodune
Propyl Iodone
Protovoratrines (N)
Selenium Sulfate (N)
Talbutal
Testosterone Phenylacetate (N)
Tetracycline (N)
Tetrahydrozoline
Tetrahydrozoline Hydrochloride (N)
Tridihexethyl Chloride
Tridihexyl Iodide (N)
Trimethaphan Camsylate A
Warfarin Na
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1955

DRUG NAME RATING

Alkofanone
Aminitrazole
A7ac3'clonol Hrl
Butyl Alcohol
Carbetapentane Citrate
Carboxypolymethylene
Chlorbetamide
Chlorprocaine HC1
Chymotrypsin
Corticotropin Zn Hydroxide (N) B°
Dapsonc A
Dioctyl Na Sulfosuccinate
Diphenedione
Diprotrizoate Sodium
Dyclonine HC1
Ethchlorvynol
Ethinamate
Ethoheptazine
Ethyl Vinyl Ether
Furazolidone
Gitalin
Hexaflourenium Br
Hexetidine
Hydrocotisone Cypionate (N)
Hydrocortisone Sod. Succinate (N)
Hydroxychloroquine SO4
Hyroxydione Sodium
Iproniazid PO4 A
1-Isonicotinoyl 2-Salicyldenehydrazine
Meprobamate
Methotrexate Na (N)
Methyl phenidate
Methyprylon
Methamoctol
Monoxychlorosene
Nylidrin HC1
Penicillin,Phenoxymethyl (N)
Pentaerythritol Chloral (N)
Piperazine Ca edetate (N)
Prednisone
Prednisolone Acetate (N)
Prednisolone
Procyclidine HC1
Propoxycaine HC1
Pyrazinamide
Pyridostigmine Br
Pyrvinium Cl A
Relaxin
Senna Concentrate (N)
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1955 (Cont)

DRUG NAI1E

Silicofluoride Sodium (N)
Sil Mannuron,le (N)
Sodium biatrim;:le
Si011110W, Flouride (N)
Tall Oil
Tanphetemine
Tellurium Dioxide
Vitamin B 12 WIntrinsic F (N)

RATING
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1956

DRUG NAME RATING 

Acetyl Sf.rophanthidin
Amtwnonium Cl
Amisometradine
Anileridine HC1
Brompheniramine Maleate
Calcium Cenzuylpas
Carbocloral
Chlorisondamine
Chlorquinaldol
Clindinium Br
Cobalandn Conc.
Cycliramine Maleate
Cycloserine A
Cycloserine Tartrate (N)
Deoxyribonuc lease
Dextriferron
Di Hexamethylenetetramine Thiocyanate
Dioxytetr,cycline Calcium
Dipipanone HC1
Disodium Edetate (N)
Droc ode
Epinephrine Bitartrate
Ethanolamine Hydroflouride
Ferroglycine SO4 (N)
Ferrous Fuma rate (N)
Fructose (N)
Hydrocortamate HC1
Hydrocortisone Hemisuc (N)
Hydroxyprogesterone Caproate
Hydroxyzine HC1
Levallorphan Tartrate
Liothyronine Na
Mepenzolate Br
Methitural Na
Monosodium L-glutamate A
Norethandrol one
Novobiocin Calcium (N)
Novobiocin Sodium A
Oleandomycin
Pancreatin Dornase
Phenmetrazine HC1
(Phenylthio) Acetic Acid
Povidone - Iodine
Prochlorperazine Maleate A
Promazine HC1
Rescinnamine
Sulfaethiodole
Thenalidine Tart
Theobromine Mag. Oleate
Thiram
Trisodium Edetate (N)
Zoxazolamine
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1957

DRUG NAME RATING

Acenoco,m;!rnt

Acetyl F'ulfam;:thoxypyridaziue (N)
AmocuLeriLio u A

Azuresin
Bemegride
Benzactyzine HC1
Benzene Hexachloride A

Bisacodyl
Cadmium Sulfide
Calcium Kinate Gluconatc
Chlorambucil
Chlorothidzide
Chlorothiazide Sodium (N)
Coconut Oil (Diolamine Condensate)
Deserpidinc
Dexpanthenol (N)
Diiodohydroxyquin
Dimothexante HC1
Ethotoin
Ethoxzolamide
Florantyrone
Fenticlor
Hexocylium
Homarylaminc HC1
Hydroxyprogesterone Acetate (V)
Insulin Zn Susp (N)
Iron Dextran Inj (N) 8

Isobutylsalicyl Cinnamate
Isopropamide Iodide
Isothipendyl
Isothipondyl HC1 (N)
Levamfetamine Alginate
Mecamylamine HC1
Meglumine Didtrizoate (N)
Mepazine Acetate (N)
Mepazine HC1
Mestranol
Methocarbamol
Methsuximide
Methylprednisolone (N)
Norethindrone A

Norethynodrel
Orphenadrine HCL
Oxanamide
Penicillinase
Penicillin 0-Sodium (N)
Perphenazine
Phenaglycodol
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1957 (Cont)

DRUG NAME_ 

Ph,pprocoumon
Phenyltoloxomine HC1 (N)
Piperazine (N)
Piperazine PO4 (N)
Poloxalkol
Polyestradiol Phosphate
Prednisolone Butyl Acetate (N)
Prcdnisolone Sodium Phosphate (N)
Prochlorperazine (N)
Prochlorperazine Esylate (N)
Prochlorperazine Edisylate (N)
Propethyleneoxides
Propiolactone
Propoxyphene HC1
Ristocetin
Safflower Oil
Sulfa lene
Sulfamethoxypyridazine
Thiopropazate
Tolbutamide
Triacetin
Triamcinolone
Tridihexethyl Cl
Triflupromazine HC1

RATING

A
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1958

DRUG.NAME RATING

Arginine L Hydrochloride A
Atrniiw Tannate (N)
Benzonatatc
Bunamiodyl Sodium
Captan
Captodiame Hydrochloride
Carhetapentatc Tannate (N)
Chlormczanune
Chlorohcxidine HC1
Chlorpropamide B.
Chlorzoxazone
Cyclandel ate
Deanol
Deanol Acetamido Benzoate (N)
Dexamethasone
Dichlorphenamide
Dithiazanine Iodide
Domiphen Bromide
Erythromycin Estolate (N)
Erythromycin Ethylsuccinate (N)
Ficin
Fluoxymesterone
Fluroxene
Halothane A
Heparin Potassium (N)
Hexocyclium Methylsulfate (N)
Hydroxyzine Pamoate (N)
Iodipamide Meglumine
Kanamycin Sulfate A
Piperazine Gluconate (N)
Pipethanate Hydrochloride
Polystyrene Sulfonate Sodium A
Protokylol Hydrochloride
Protoveratrine A (N)
Styramate
Sulfadimethoxine
Syrosingopine
Triamcinolone Acetonide (N)
Triethanolamine Polypeptide Oleate Conc. (N) B
Trifluoperazine Hydrochloride
Triflupromazine
Trimeprazine Tartrate
Triprolidine Hydrochloride
Troleandomycin (N)
Valethamate Bromide
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DRUG NAME_

1959

RATING

Amhrrlite Ira-401
Ani.Lindione
Arginine Glutamate (N)
Biperiden IC!
Bendroflumethiazide
Carhaspirin Calcium
Carisoprodol
Chloramphenicol Ha Succinate (N)
Chlorphenoxamine HC1
Choline Salicylate (N)
Chloridanol
Clemizole
Clemizole HC1 (N)
Cyclophosphamide, Anhydrous A
Demecarium Bromide
Dexamethasone Acetate (N)
Dexamethasone Na Phosphate (N)
Dexhrompheniramine Maleate
Diethylpropion
Dioctyl Calcium Sulfosuccinate (N)
Echothiophate Iodide
Fibrinolysin, Human
Flumethiazide
Fluormetholone
Fluphenazine Hydrochloride
Furaltadone
Griseofulvin A
Griseofulvin Microcrystalline (N)
Hexadimethrine Bromide
Hydrochlorothiazide (N)
Hydrocortisone Na Phosphate (N)
Hydroflumethiazide
lmipramine HC1 A
Indocyanine Green
Isocarhoxazid
Isosorbide Dinitrate
Isoxsuprine HC1
Medroxyprogesterone Acetate Inj. 0
Methazolamide
Methoxypromazine Maleate
Methyl-2(Diethyl Acetyloxy) Benzoate
Methylprednisolone Acetate (N)
Methylprednisolone Na Succinate (N)
Nandrolone Phenpropionate
Nialamide
Orphenadrine Citrate (N)
Oxymorphone
Oxymorphone HC1 (N)
Oxyphenisatin
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•

1959 (Cont)

DRUG NAME RATING

Phenazocine Hydrobromide
Phennlzine
Phenethicillin Potassium
Phcnformin HC1 A
Pheniprazine
Phentermine
Phentermine Resin Complex (N)
Phenyl Aminosalicylate (N)
Pipamazine
Polyurethane Foam
Prednisone Sodium Succinate (N)
Prothipendyl Hydrochloride Monohydrate
Pyrvinium Pamoate (N)
Rolitetracycline
Sparteine Sulfate
Sulfamethazine
Sulfaphenazole
Sulfinpyrazone
Thioridazine Hydrochloride 8
Thiotcpa
Triamcinolonc Diacetate (N)
Triclobisonium Chloride
Trihexinol Methylbromide
Trimethidinium Methosulfate
Trimethobenzamide HC1
Warfarin Potassium (N)
Xylometazoline HC1

42-665 0 - 75 - pt. 7 - 19
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1960

DRUG NAME, RATING 

Aluminum Hydroxychloride
Aluminum Nicotinate (N)
Aminoglutethimide'
Ampheni done
Bacitracin-Methylene Disalicyl (N)
Benzphetamine HOl
Benzthiazide
Chlophendianol HC1
Chlordantoin
Chlordiazepoxide HC1 Pr
Chloroxylenol
Chlorphenesin
Chlorthalidone
Copoietin
Demeclocycline HC1
Dexamethasone Tebutate (N)
Dichlorisonc Acetate
Dimethindene Maleate
Diphenoxylate HC1 8
Emylcamate
Ethosuximide 8
Fibrinolysin, Bovine (N)
Fluprednisolone
Glucagon HC1 A
Guanethidinc SO4 A
Hydrocortisone Phosphate (N)
Isocyclamine
Lucanthone HC1 A
Magaldrate
Magnesium Aluminate Sulfate Hydrate
Mephenozalonc
Mepivacaine HC1 8
Methandrostenolone
Methicillin Sodium A
Methohexital Sodium
Methyclothiazide
Nitrofurantoin Sodium (N)
Oxethazaine
Oxymethol one
Oxyphenbuta zone
Paromomycin Sulfate
Pelargonic Acid
Phenactropinium Chloride
Phenvramidol
Piminodine Esylate
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1960 (Cont)

DRUG NAME RATING

Poldine Methylsulfate
Po1ycarbophi1
Polyferose
Pregnenolone Succ. (N)
Quinidine Polygalacturonate (N)
Simethicone
Spironolactone A
Trichlormethiazide
Triparanol
Tropicamide
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1961

DRUG NWT RATING

Acetophenazine Maleate
Aluminum Zirconium Chloride Hydrate
Amitriptyline Hydrochloride
Amylase, Alpha
Aspartate, Potass. & My.
Betamethasone
Biperiden Lactate (N)
Bromela ins
Cinoxnte
Colistimethate Sulf.
Cyproneptadine HC1
Dipyridamide
Dromostanolone Propionate
Dydrogesterone
Epinephryl Borate (N)
Ethami van
Etryptamine Acetate
Fluocinolone Acetonide
Flurandrenolide
Glycopyrrolate
Guar Cellupectinoid
Hydroxyphenamate
Isoetharit,e
Isoetharine HC1 (N)
Isoetharine ilesylate(N)
Levamphetamine
Mebutamate
Metyrapone A
Metyrapone Tartrate (N)
Norethindrone Acetate
Oxyphencyclimine Hydrochloride
Paramethasone Acetate
Phendimetrazine Tartrate
Phentermine HC1 (N)
Polythiazide
Propiomazine Hydrochloride
Stanozolol
Sulfamethoxazole
Thiethylperazine Maleate
Tolbutamide Sodium (N) A
Tranylcypromine Sulfate
Vinblastine Sulfate A
Zinc Pyrithione
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I JUL

DRUG NAME RATING

Amphomycin
Anclints-nsin
Anisoironinr. Methyl Bromide
bis0(.00.) I Aannex
CarphonAzine Malcate
Chlorprothixene
Colistin Sulfate B .
Ethionomide A
Fluorouracil A
Hydroxycobalamin
Hytrast
Inositol Niacinate
Ipodate Calcium (N) Er
Ipodatc Sodium
lothalamate
Iothalamate Sodium (N)
Leyopropoxyphene Napsylate
Metaxalone
Methoxyflurane 8
Methyl dopa A
Methyldopate HC1 (N) 8
Methysergide Maleate A
Nandrolone Decanoate (N)
Oxacillin Na
Oxytocin
Phytate Na
Pipazethate 11C1
Sul fachlorpyridazine
Tennecetin A
Uracil Mustard A

1963

DRUG WOE RATING

Acetylcysteine
Ampicillin Trihydrate A
Chloral Betaine
Cyclothiazide
Diazepam
Idoxuridine A
Metronidazole A
Nonoxyrol
Oxytocin Citrate (N) 8
Pargyline
Penicillamine A
Quinethazone
Vincristine SO4 A
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1964

DRUG NAME

Acetohexamide
Acrisorcin (N)
Aminocoproic Acid
Anileridine
Caniicidin
Cephalothin
Cephalothin, Sodium
Desipramine HC1 (N)
Ethyl estrenol
Flouroethyl

(N)

Melpnalan
Methopholine
Nafcillin Sodium
Nalidixic Acid
Oxandrol one
Oxymetazoline
Polysaccharide Iron Complex (N)
Pralidoxime
Pralidoxime Cl (N)
Quinacrine HC1 (N)
Surgibone
Triamterene
Trioxsalen
Tromethamide
Vancomcin Hydrochloride

RATING

A

A
A

A

A

A

4

•
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DRUG NAME_ . _ _

I96b

RATING

Ampicillin (N)
Ampicillin Na (N)
Bethamethdsone Di!;ndium Phos. (N)
Chlomidinone AccLate
Chlorphentermine
Cholcstyramine Resin A
Cloxacillin Sodium (N)
Dactinomycin A
Dimethisterone
Doxapram HC1
Indomethacin
Iron Sorbitex (N)
Lincomycin HC1
Mecamylamine HC1
Methavalone
Methixene HC1
Nortriptyline HC1
Oxazepam
Sulisobenzone
Tolazamide
Tolnaftate A
Tromethamine Inj A
Tymbamate

1966

DRUG NAME RATING

Acetylcholine Cl
Allopurinol A
Amantidine HC1 A
Amopyroquin CH1
Ampicillin Anhydrous (N)
Betahistine HC1
Dipyrone (N)
Ethynodiol Diacetate
Furosemide A
Gentamycin A
Methacycline
Methotrimeprazine
Pipobroman
Prilorain
Quinaldine Blue
Sulfameter
Sulfamethoxydiazine
Thioguanine Anhy.
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DRUG NAME

Bephonium Hydroxynaphthoate
Bote.m-thesone Valcrate (N)
But;ip,trozine Maleate
Chlordiazepoxide (N)
Clofibrote
Clomiphene Citrate
Dextrothyroxine, Sodium
Diphenidol
Doxycycline Monohyd
Ethambutol, HC1
Ethacrynic Acid
Fluphenazine Enanthate (N)
Haloperidol
Hydroxyurea
Mefenamic Acid
Methenamine Hippurate (N)
Pentazocine HC1, Lactate
Propranolol HC1
Protryptiline HC1
Tetracycline PO4 (N)
Thiahendazole
Thiothixene

1967

1968

RATING

A

A
A

A

A

A

RATING

A
Carbamazeoine A
ephdloriQine

Defer, re Maleate A
an;;..i Citrate

Mepn one
Per
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1969

DRUG NAME RATINn

Cytixabinc
Doxcpin HC1
Doxycycline Hyclatc (N)
Flumethasone Pivalatc
Mafenide Acetate
Medrysonc
Piperacetdzine
Procarbazine HC1
Sutilains
Testolactone
Triamcinolone Hexacetonide (N)
Tyropanoatc, Sodium

1970

A

A

DRUG NAME RATING

Carbenicillin Disod. A
Clindamycin
Cosyntropin Inj.
Droperidol Inj.
Flavoxate HC1
Floxuridine
Flurazepam HC1
Gluceptate, Calcium
Hetacillin
Ketamine HC1
Levodopa A
Lithium Carbonate A
Lypressin A
Menotropine (Pergonal) AMesoridazine
Mithramycin AMitotane
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1971

DRUG NAME

Capreomycin Sulfate
Cephalexin Monohyd
Clindamycin Palamtate (N)
Flucyiosine
Fluocinonide
Haloprogin
Megestrol Acetate
Meglumine Iothalamate (N)
Methylmethacrylate
Minocycline HC1
Naloxone HC1
Propoxyphene Napsylate (N)
Pyrantel Pamoate
Rifampin
Spectinomycin
Thiothixene Inj. (N)
Tretinoin

1972

DRUG NAPJ

Bupivicaine
Carhaaol (Intraccular)
Carbenicinin Indanyl Sodium (N)

D4notass
Desonido
Dicloxacillin, Sodium
Enflurance
Fluphenazine Decanote (N)
Pancuronium Bromide
Polytef naste
Triclofos

RATING 

A

A

A

A

A

RATING

•
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1973

DRUG NAME RATING
Amoxicilliu
Bleomycin sulfate
Calusterone
Cefazolin Sodium
Clotennine HC1
Cromolyn Sodium A
Diazoxide
Fenfluramine
Imipramine Pamoate (N)
Iocetamic Acid -
Mazindol
Metaproterenol Sulf
Metolazone
Norgestrel
Prostaglandin F2 A
Silver Sulfadiazine
Softconbandage Lens A
Trimethaprim Sulfamethoxazole
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APPENDIX B

CURRENT STATUS OF CERTAIN DRUGS MARKETED

OUTSIDE THE U.S.

Particular emphasis has been given by Dr. William Wardell* to differences
in the availability of new drugs between the United States and Great Britain,
and Mr. Paul deHaen* has identified a number of other drugs of importance
marketed in certain countries other than the U.S. Described here is the
status in the U.S. of the drugs not marketed in the U.S. that are cited by
Wardell and/or deHaen, together with certain other drugs presently under
study.

Drugs are separated into those that have and those that have not been studied
in the U.S. under an Investigational New Drug exemption (IND), whether the
latter is presently active or inactive; the status of study is described for.
those drugs that have INDs.

The term "approvable NDA" refers to a situation in which the drug sponsor
has been informed that he may market after final product labeling is submitted.
Ordinarily, an approvable drug becomes fully approved within days to weeks.

Drugs marked (0) are those cited as important by deHaen*; (W) indicates FDA
interpretation that Wardell* considered the drug to be potentially important
medically. Absence of either mark does not itself imply lack of medical
importance because deHaen used various criteria and dealt mainly with drugs
in England, France, Germany, Italy, Japan and Switzerland; Wardell 's data
concerned Britain and his evaluations were largely confined to drugs in
specific therapeutic categories, including cardiovascular, diuretic, respiratory,
anti-infective, anticancer, centrally-acting, anesthetic, analgesic, and
gastro-intestinal drugs.

*REFERENCES

F.D.C. Reports, April 1, 1974 from a tabulation prepared under a special
arrangement with Paul deHaen. Includes material from deHaen's New Product
Survey" and "Watchlist" of 50 promising products in U.S. pharmaceutical
R & D.

Wardell, W.M.: Introduction of new therapeutic drugs in the United States
and Great Britain: An international Comparison, Clinical Pharmacology and
Therapeutics, pp 773-790, Sept-Oct. 1973.

Wardell, W.M.: Developments since 1971 in the patterns of introduction of
new therapeutic drugs in the United States and Britain. Presented at the
American Enterprise Institute in Washington, D.C. on July 26, 1974.

•

•
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IND SUBMITTED IN U.S.

ALBUTEROL (Salbutamol) (W,D) This bronchodilator drug is currently
being investigated under two INDs: one for an aerosol form submitted
In 1969 and one for an oral dosage form submitted in 1970. Because
of problems with the metered dose delivery systems studies of the aerosol
were curtailed in 1972, and an NDA snbmitted (in 1973) for this form
was withdrawn in 1974. Studies of the aerosol are currently underway
employing a new delivery system, and studies of the oral dosage form
continue. Similar adrenergic stimulant bronchodilators are available,
including metaproterenol and isoproterenol, though albuterol is claimed
to be more bronchoselective and to have lesser cardiovascular side-effects
than isoproterenol.

ALCOFENAC An IND was originally submitted in 1970 for this drug
as "mervan"; the name was changed to alclofenac in 1971. The drug was
investigated as an alalgesic in the treatment of rheumatoid arthritis.
It was found to produce gastrointestinal side-effects and not to be as
effective as aspirin. The sponsor voluntarily discontinued the invest-
igations in 1972. Suitable alternative drugs include aspirin, indomethacin
and a number of non-hormonal analgesic/anti-inflammatory drugs either
approved or under study.

ALPRENOLOL (W,D) INDs were submitted for this beta adrenergic blocking
agent in 1966 and 1971 for its use as an anti-arrhythmic agent and for the
treatment ot angina pectoris. Carcinogenic studies in animals revealed an
increase in numbers of tumors at higher doses; however, fewer were found in
a second study. Clinical studies were withheld in 1971 pending resolution
of animal toxicity problems which were common, at that point, to beta
blockers. This drug was voluntarily discontinued in 1973 by the firm, the
reason given being other research commitments. Propranolol is the marketed
product available in this pharmacological class. Alprenolol appears to
resemble oxprenolcl, which is also under study and is described in more detail
below.

AMILORIDE HCL (N) Tni, is a potent potassium-sparing diuretic agent for
which a commercial IND was filed in 1964. This drug was for use as a diuretic
in patients who were unable to conserve potassium. An NDA was subsequently
submitted in 1968 and found later that year to be not approvable. The studies
were based on an inappropriate patient population, and there were some deaths.
Not all of the latter were attributed to the drug directly, but fifteen were
attributable to hyperkalemia. At the present time there are no studies ongoing
with this product. Acceptable alternatives in this potassium-sparing diuretic
class are marketed in the U.S.; e.g., triamterene and spironolactone.
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2.

AMOXICILLIN (0) Fully approved NDA (1974) Amoxil (Beecham); Larocin
(Hoffman-LaRoche) - antibiotic for treatment of infections due to
susceptible strains of Gram-negative and Gram-positive organisms.

ASPARAGINASE (D) This is a cancer chemotherapeutic agent for use in acute
lymphocytic leukemias. Two INDs were submitted in 1966. Studies have shown
the drug to have some effectiveness in producing remissions, but early high
hopes have not been fully borne out. The drug is very expensive to produce
and there are other agents available which also produce remissions. The INDs
are still active, but there is a paucity of ongoing study by the investigators.
Other suitable alternatives for acute lymphocytic leukemia presently on the
market are vincristine sulfate - approved (1963); prednisone (1953); metho-
trexate (1955); cyclophosphamide (1959) and 6-thioguanine (1966).

•

4

•
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BACLOFEN (D) This drug is proposed as a skeletal muscle relaxant.
It is a derivative of gamma amino butyric acid (GABA) and is unrelated to
other muscle relaxants, so it is of considerable pharmacological interest.
The sponsor submitted an IND in 1969. Clinical trials are underway to
test its ability to reduce muscle hypertonicity and for the treatment of
dyskinesias, but the sponsor has not been pursuing investigational develop-
ment of this drug with any degree of rapidity. Satisfactory additional
drugs, such as diazepam and dantrolene, are marketed in the U.S. for similar
uses; no advantages of baclofen are yet evident, but since therapies of
spasticity and dyskinesia are generally unsatisfactory there would be
marked value in a new and more effective drug.

BECLOMETHASONE PROPIONATE (W,D) This is a corticosteroid proposed for use
In bronchial asthma and administered by inhalation. An IND was submitted in
1973, and an NDA in 1974. Additional data for the new drug application were
submitted later in 1974 and the application is still under review. The
potential advantages of this product are that it may provide the effectiveness
of oral corticosteroids without the same adverse effects on the hypothalamic-
pituitary-adrenal axis (HPA axis), or it may permit a decrease in the con-
comitant dose of oral corticosteroids. Dexamethasone for bronchial asthma
by inhalation is currently marketed in the U.S., but may depress the patients'
HPA axis. Thus, this development could represent a modest advance for some
patients.

BENAPRYZINE This is an anticholinergic/antiparkinson agent chemically
and pharmacologically similar to trihexphenidyl. An IND was submitted in
1970 and clinical studies are in progress, with no NDA as yet having been
submitted. Marketed drugs of this class include trihexphenidyl and benz-
tropine, which are used alone or with L-Dopa for the treatment of Parkinson's
disease. A potential advantage of this drug lies in claims of fewer peri-
pheral and central nervous system adverse effects, such as confusion and
hallucinations.

BENORYLATE This analgesic/anti-inflammatory drug, for which INDs
have been submitted by sponsors in 1968 and 1973, contains an ester of sodium
salicylate and acetaminophen. Clinical studies for use as an analgesic and
for rheumatoid arthritis are in progress. This particular formulation is not
available on the U.S. market, but the basic chemical entities are marketed,
along with a wide variety of analgesics and satisfactory anti-inflammatory
agents.

BENZOCTAMINE (D) This drug is a tricyclic drug used as a minor tranquilizer,
for which the sponsor submitted an IND in 1967. It was discontinued in 1974
due to lack of commercial interest and other research priorities, according
to the sponsor. Controlled trials have shown little or no therapeutically
useful effect. Numerous, apparently more effective drugs are marketed in the
U.S. for anti-anxiety use.
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BENZPERIDOL (D) This butyrophenone drug was proposed for treatment
of anxiety and hypertension in an IND submitted in 1963. The sponsor
discontinued this IND in 1964, reporting that it was because of increased
commitments to other drugs. This drug is structurally very similar to
droperidol and haloperidol which are marketed by the same sponsor for use,
respectively, as a pre-operative tranquilizer (anti-anxiety) and an anti-
psychotic agent. Butyrophenones as a class have a considerable potential
for adverse effects, especially extrapyramidal symptoms, and there are a
variety of drug classes other than butyrophenones which are on the market
In the U.S. for adequate treatment of anxiety and of hypertension.

BETHANIDINE SULFATE (W D) This is an antihypertensive drug for which an
IND was filed in 1964, and an NDA in 1966. The latter was deemed non-
approvable in 1968, following several amendments which failed to provide
evidence in well controlled trials of long-term safety and effectiveness.
Another firm submitted an IND in 1971 and is presently performing animal
studies and controlled clinical trials. Guanethidine is available in the
U.S. as an adequate therapeutic alternative, although bethanidine is claimed
to be somewhat easier to control and to have less tendency to produce
diarrhea as a side effect.

BRETYLIUM TOSYLATE (D) In August of 1966 an individual investigator
filed an IND to study its antiarrhythmic properties. A commercial IND
was filed in 1968. Because of the drug's usefulness in recalcitrant and
recurrent ventricular tachycardias and other dysrythmias, the Cardiovascular
Advisory Committee reviewed the data and that of the literature in
September of 1973 and found the data adequate to support this limited use.
An NDA was filed by the firm in 1974 and is currently under review. There
are acceptable alternative drugs for the treatment of arrhythmias, such
as quinidine, procainamide, and lidocaine; as well as electrical conversion
therapy. However, this drug might offer usefulness in patients who are
unresponsive to these measures.

BROMHEXIN (Bisolvon) (W) For this mucolytic aaent an IND was submitted
in 1965, but discontinued in 1971 because of the sponsor's"re-evaluation
of priorities." Acetylcysteine is available in the U.S. as a therapeutic
alternative.

BUFEXAMAC (D) This is a non-hormonal anti-inflammatory agent for
which the sponsor submitted an IND in 1970 to study the effect of the drug
when applied as a topical cream to patients with atopic or eczematous
dermatitis. In foreign studies the drug was administered orally to patients
with arthritic conditions. Subjective improvement was reported but obipctive
improvement was not substantiated. The sponsor discontinued the IND in 1972
because of lack of commercial interest. Topical steroid preparations are
marketed in the U.S. for skin diseases,and other non-hormonal anti-
inflammatory agents are marketed or under study for systemic use in arthritic
conditions.

•

•
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BUFORMIN (0) This is an oral hypoglycemic agent of the biguanide
class that is very similar to phenformin, another member of this class.
A firm submitted an IND for buformin in 1969, but relatively little
clinical research has been conducted under this IND, apparently because
the drug seems to offer no significant advantage over phenformin, and
because the same firm already markets phenformin in this country.

BUMETANIDE (D) This is a potent diuretic agent for which an IND
to study its oral dosage form was submitted in 1972 and an application
to study its IV form was submitted in 1974. The initial animal studies
with the oral compound revealed dose-related renal toxicity; however,
there was question as to whether or not the effect seen with the low dose
employed was an exaggerated diuretic effect. Clinical studies with the
oral form presently are underway with careful monitoring of benefit/risk
parameters. The IV form has been held in abeyance because the application
lacked subchronic toxicity studies in animals. These studies have recently
been submitted and are currently under review. There are acceptable potent
alternative diuretics marketed in the U.S. e.g., furosemide and ethacrynic
acid.

BUPIVICAINE (W) Fully approved NDA (1973) Marcaine (Winthrop) -
local anesthetic.

42-665 0 - 75 - pt. 7 -20
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CALCITONIN (salmon) This is a polypeptide hormone similar to porcine
calcitonin, which is marketed in Europe. It has been evaluated for treat-
ment of Paget's disease of bone, a condition for which there is no marketed
effective therapy. An NDA was submitted in 1973. Additional significant
data became available later that year, requiring additional evaluation.
The NDA has recently been declared approvable and marketing in the U.S. is
anticipated this Fall.

CARBIDOPA This is a decarboxylase inhibitor proposed for use in
association with L-dopa in the treatment of Parkinsonism. An IND was sub-
mitted in 1970. Extensive clinical trials have been carried out in the
United States and abroad. An NDA was submitted in late 1973 for the use
of this drug in a fixed combination with L-dopa; a final decision on the
application is imminent. Carbidopa is of clinical and pharmacological
interest by virtue of its action in decreasing by 50 to 80% the amount of
L-dopa required to treat Parkinsonian patients. It appears to permit
better therapy in some patients than can be achieved with L-dopa alone
by reducing certain adverse effects.

CARBENOXOLONE SODIUM (W) This product, which is synthesized from one
of the components of licorice root, was introduced in the United Kingdom
in 1962 as a treatment of peptic ulcer. Two INDs were submitted: one in
1965 for study of its effectiveness in the healing of gastric ulcer, and
another in 1972 for study of its effect on the healing of duodenal ulcer.
Theories of the mechanism inCude stimulation of mucus secretion, inhibition
of pepsin, prolongation of the life of epithelial cells and protection
against the noxious effect of bile upon gastric mucosa. The claimed effect
of carbenoxolone in accelerating ulcer healing would represent a distinct
advance, but requires substantiation. Also needed is further characterization
of adverse reactions, especially fluid retention with edema and hypertension.
In the meantime, conventional ulcer therapy usually provides a satisfactory
alternative, with infrequent side effects.

S-CARBOXYMETHYLCYSTEINE (D) An IND was submitted in 1965 for evaluation
of oral and nasal dosage forms of this decongestant. The IND was dis-
continued by the sponsor the same year because the preliminary clinical
evaluations did not offer sufficient promise to pursue these evaluations."
Numerous decongestants are available for both oral and nasal use.

CEPHACETRILE SODIUM (D) Fully approved NDA (1974) Celospor (Ciba-Geigy)
antibiotic of the cephalosporin class for treatment of the following infections
when caused by susceptible micro-organisms: respiratory tract, skin and soft
tissue, and urinary tract.
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CEPHRADINE (D) Fully approved NDA (197A) Velosef (Squibb) antibiotic
of the cephalosporin class for treatment of the following infections when
caused by susceptible micro-organisms: respiratory tract, otitis media,
skin and soft tissue, and urinary tract.

CHLORMETHIAZOLE (Heminevrin) This drug is a derivative of the thiazole
moiety of thiamine (Vitamin Bl); it has sedative-hypnotic and anticonvulsant
properties and is proposed mainly for the treatment of alcohol -withdrawal
syndrome. An IND was submitted in 1969. One clinical study was completed
in 1970; since then, no further studies have been started. Other drugs such
as Librium and Valium are marketed in the U.S. as adjuncts for treatment
of the alcohol-withdrawal syndrome. The limited data available are not
adequate to define the toxicity or relative efficacy of chlormethiazole.

CINNARIZINE This is a drug with purported antihistaminic, antivertigo,
antiemetic and vasodilatory actions. It is chemically and pharmacologically
a congener of cyclizine, meclizine, hydroxyzine, and other marketed anti-
emetic or tranquilizing drugs. Several INDs have been submitted by different
commercial sponsors for this drug in 1963, 1967, and 1972; one was dis-
continued by the sponsor in 1965. Clinical investigations under the other
INDs are currently in progress for use of the drug in vertigo and in vascular
insufficiency, including cerebrovascular insufficiency of the aged. An NDA
was submitted and approved in 1960 for use of the drug as an antihistaminic
agent for allergic disorders and vertigo; however, the approval was with-
drawn in 1971 because of failure of the applicant to submit required annual

reports. As therapeutic alternatives, closely related drugs are available
on the U.S. market for use as antiemetics or antivertigo agents, and no
potential advantage is apparent for cinnarizine for these uses. A truly
effective drug for vascular insufficiency would present a therapeutic advan-
tage; but evidence that cinnarizine is such a drug is not available.

CLEMASTINE FUMARATE (D) An IND for this antihistamine was first sub-

mitted in 1966. An NDA was submitted in 1968, but was found non-approvable
because of insufficient data from controlled clinical studies to support
efficacy. Such data have not subsequently been submitted. Numerous other

antihistamines are available.

CLOCORTOLONE PRIVALATE (D) An IND for this topical steroid was first filed
in 1970 and was discontinued in 1971 for "lack of commercial interest."
Another sponsor submitted an IND in 1973 and this application remains active.
There are numerous topical steroids approved for the same indications, and

no important advantages are yet apparent for this drug.

CLOFAZIMINE This antimicrobial is also known as amino-phenazine or

lamprene. INDs were filed in 1963, 1966, 1967 and 1970 by government

institutions and individual investigators to study the drug for the treatment
of leprosy and tuberculosis. Some of the INDs were discontinued when the

sponsors' studies were completed. Other INDs are still active and a limited

number of leprosy patients continue to be treated as needed. No NDA has been

submitted and none is anticipated. Because of the limited extent of use of

the drug, it is supplied by the sponsors on a service basis. An alternate

treatment for leprosy is dapsone, which is approved. There are several

approved drugs for the treatment of tuberculosis.
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CLOMIPRAMINE (D) Clomipramine is an antidepressant agent of the tricyclic
drug class, for which the sponsor submitted an IND in 1969. In studies con-
ducted to date the drug does not appear to have advantages over similar
drugs with the same pharmacological activity. Side-effects and adverse
reactions are similar to tnose produced by imipramine and amitriptyline,
which are similar marketed tricyclic antidepressants.

CLONAZEPAM (D) This benzodiazepine derivative has been studied for
potential anti-anxiety, muscle relaxant and anticonvulsant usefulness under
an IND filed by the sponsor in 1963. Preclinical data indicated that it was
markedly more potent than its congeners in antagonizing experimentally
induced convulsions. Clinical trials proved that the agent is useful in
the treatment of several types of epilepsy occurring in children. An NDA
submitted in 1973 for the anticonvulsant indication in the treatment of petit
mal, petit mal variant, myoclonic, akinetic and minor motor seizures has
been reviewed and is approvable. Final approval depends upon labeling
revisions and a decision from the Drug Enforcement Administration regarding
its scheduling under the Controlled Substances Act. A similar drug marketed
for this indication in the U.S. is diazepam (Valium). There will be a
therapeutic gain in having an additional drug of this type for epileptic
patients who may not respond to other available medications; in addition,
clonazepam has been more thoroughly evaluated than diazepam or other ben-
zodiazepines in certain seizures disorders. See also information on
nitrazepam.

CLONIDINE (W,D) Fully approved NDA (1974) Catapres (Boehringer-Ingelheim)
antihypertensive.

CLOPAMIDE This is a diuretic agent which has been studied under
INDs filed in 1963 and 1968 for the study of Clopamide singly in the treat-
ment of hypertension or combined with other antihypertensive agents. Clinical
studies ongoing are limited in nature and would currently be considered to
be in Phase II. There are accepc.able alternative diuretics available (e.g.,
tniazide diuretics) and this drug appears to offer no significant advantages.

CLOTRIMAZOLE (D) This artifungal drug for topical and vaginal use was
first submitted as an IND in 1970. An NDA for the topical cream was sub-
mitted in 1974 and is still under active review. Submission of an NDA for
the oral form has been delayi'd by the finding of adrenohypertraphic effects
in aoimals, of uncertain relevance to human toxicity. Available drugs
approved for these indications are tolnaftate, haloprogin and griseofulvin.

CLOZAPINE This is a phenothiazine-like drug used as an anti-psychotic.
INDs were submitted by a commercial sponsor and an individual investigator
in 1969, 1971 and 1973. The drug is being studied as an anti-psychotic agent
and also is being used,at relatively low doses, for sociopathic behavior.
There are alternative drugs marketed in the U.S. as anti-psychotics, such as
the phenothiazine tranquilizers. Clozapine may have some advantage in that
no extrapyramidal symptoms have been found thusfar in early tests.
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COTRIMOXAZOLE See trimethoprim-sulfamethoxazole

CYCLACILLIN (D) The initial IND for this antibiotic was submitted
in 1967. There are currently four active INDs, all in Phase III. The

only problem associated with this drug has been the formation of crystals
in urine of mice and rats. No correlation to humans has been noted. The
drug is similar to ampicillin and amoxicillin, both of which are approved.

CYCLOPENTHIAZIDE This is a diuretic agent. An NDA was originally filed
in 1961. Following the Kefauver-Harris Amendment of 1962 the firm submitted
an IND in 1963. The NDA was eventually found non-approvable on the basis

of inadequate preclinical as well as clinical evidence of safety and efficacy
in 1968, although additional data were supplied during the intervening years.
The IND was discontinued in 1971 by the sponsor. There are acceptable

alternative diuretic agents available; e.g., thiazides and potassium-sparing

diuretics.

CYPROTERONE ACETATE (D) This is a potent progestational agent of potential
significance being investigated for various indications including benign

prostatic hypertrophy, sexual hyperactivity, sexual deviance, and central

nervous system effects. INDs were submitted by five sponsors during 1968,
1973, and 1974. Clinical trials are currently in progress in phases I and
II, with the major research being conducted by individual investigators under

research INDs. An Alternative progestin available in the U.S.for the endo-

crinologic indications is medroxyprogesterone acetate. This drug has been

used abroad as an anti-androgen for sexual offenders. Two INDs for this use

were submitted by individual research investigators in 1973. A drug useful
in the treatment of sexual criminals would be an important therapeutic advance,
but major questions of safety and efficacy for this use remain to be clarified.

DAUNOMYCIN This is an antineoplastic antibiotic closely related

chemically and in antineoplastic activity to adriamycin. Two INDs were

submitted in 1965, and an NDA in i974. The latter application is currently

under review and a regulatory decision regarding its approvability is ex-

pected soon. A therapeutic alternative is adriamycin, which was approved in

August, 1974, as an antineoplastic for a wide range of solid tumors and

leukemias.
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DEBRISOQUIN SULFATE (W,D) This is an antihypertensive agent for which
an IND was filed initially in 1963, with a subsequent NDA being filed in
1964. This NDA was declared non-approvable in 1969 because the studies
were judged to be of poor design and of insufficient quality to document
safety and effectiveness. The IND was discontinued by the sponsor in
1969. The drug is an adrenergic neuronal blocking drug similar in action
to guanethidine, an antihypertensive drug which is marketed in the U.S.

DEPAKINE (Dipropylacetic acid) (D) This drug is an anticonvulsant of
considerable pharmacological interest because of its chemical simplicity
and because it is unrelated to available anticonvulsants. A research
investigator,in 1974, submitted an IND for its use in various neurological
conditions. In addition, FDA staff have discussed European data on use of
the drug as a new anticonvulsant with a potential commercial sponsor, and
a commercial IND submission appears imminent.
Dipropylacetic acid is presently in wide use in Europe for generalized
seizures of both the tonic-clonic and absence types. Foreign experience
suggests that adverse reactions Present a lesser problem than with other
anticonvulsants and that patients refractory to other drugs sometimes can
be controlled with dipropylacetic acid. For these reasons, this drug may
offer advantages in the treatment of some epileptics. Alternative therapy
is available, however, for all of its known potential uses.

DIBENZEPINE This is a tricyclic antidepressant drug for which
the sponsor submitted an IND in 1966. The IND was discontinued by the
sponsor in 1973. Similar drugs are marketed in the U.S. for this indication,
such as imipramine and amitriptyline. It has been suggested that Dibenzepine
may have a slight advantage over other tricyclic antidepressants, speci-
fically in decreased severity of certain side effects. It does not appear,
however, to represent a marked therapeutic advance.

DISOPYRAMIDE (D) This is an anti-arrhythmic agent for which an IND was
initially filed in 1965 to study the oral form of the drug. An IND was sub-
sequently filed in March of 1974 to study the intravenous form. An NDA filed
in 1970 was withdrawn in 1971, subsequently refiled in 1973, and deemed not
approvable in 1974 because of inadequate clinical studies to document safety
and effectiveness. There are acceptable alternative drugs for the treatment
of arrhythmias; e.g., lidocaine, quinidine, and procainamide.

DOXORUBICIN Fully approved NDA (1974) Cerubidine (IVES)-antineoplastic

4
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EPICILLIN (0) The initial IND for this antibiotic was submitted
In 1969 and the drug is currently undergoing clinical trials. The drug
is similar to ampicillin and amoxicillin, both of which are approved.

ETOGLUCIDE This is an alkylating agent also known as epodyl for the
treatment of various types of neoplasms. An IND was filed in 1965 and then
discontinued by the sponsor in 1967. There are several alkylating agents
presently marketed in the U.S., such as chlorambucil - approved (1957);
cyclophosphamide (1959); nitrogen mustard (1950); phenylalanine mustard
(1964) and triethylemelamine (1953). These drugs are used primarily for
the treatment of Hodgkin's disease, lymphcsarcomas, chronic leukemias, and
breast and ovarian cancers.

FENCAMFAMINE This is a CNS stimulant, related to amphetamines, for
which NDAs were submitted in 1967, 1970, and 1972 for the treatment of
mild depression. These applications were subsequently withdrawn by the
sponsor in 1972, due to the fact that the clinical trials did not demonstrate
efficacy, and there are no ongoing studies presently. Other drugs are
marketed in the U.S. for this indication, such as imipramine and amitriptyline.
The use of amphetamines and related drugs in depression is considered in-
advisable by many clinicians because of the potential of these drugs to
produce dependence and tolerance. This would represent a potential thera-
peutic disadvantage of fencamfamine compared with available alternative
antidepressants of the non-amphetamine type.

FENFLURAMINE (W,D) Fully approved NDA (1973) Pondimin (Robins) - An
appetite suppressant chemically closely related to amphetamines, possessing
less adverse stimulant effects, but with a potential for producing depression.

FENOPROFEN This is a non-hormonal anti-inflammatory agent for which
analgesic and antipyretic properties are also claimed. INDs were submitted
in 1969 for studies in rheumatoid arthritis and in 1971 to study the analgesic
and antipyretic properties. An NDA was submitted in 1974 and is currently
under review. Fenoprofen is one of several non-hormonal anti-inflammatory
drugs currently under investigation and review. The anti-inflammatory

activity of Fenoprofen appears to be comparable to that of aspirin and other
non-hormonal anti-inflammatory agents already marketed in the U.S. It is
claimed that there are fewer gastrointestinal side effects and tinnitus with

fenoprofen than aspirin; data in support of these claims are currently under
review.

FLUCLOXACILLIN (0) An IND for this antibiotic was submitted in 1970, and
clinical evaluation is in progress. This drug is similar to oxacillin,
cloxacillin, and dicloxacillin, all of which are approved.

FLUFENAMIC ACID This anti-inflammatory anthranilic acid derivative was
studied under an IND submitted in 1963. Studies were discontinued in 1972
because the sponsor found that a related drug, sodium meclofenamate, promised
superior anti-inflammatory activity. No further trials have been undertaken.
The drug has no known advantages over such alternatives as aspirin and in-

domethacin, or a number of non-hormonal anti-inflammatory drugs presently
under investigation.
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FLUPENTHIXOL (D) This drug is a thioxanthene derivative, related to
the major antipsychotic tranquilizers, which is proposed for study as an
antidepressant. The sponsor submitted an IND in 1973, and clinical study
is still in an early phase. The chemically related neuroleptics, thiothixene
and chlorprothixene, are available in this country for use in psychoses;
available alternative anti-depressants include imipramine and amitriptyline.

FLUPHENAZINE DECANOATE (D) Fully approved NDA (1972). Prolixin decanoate
(Squibb) - management of manifestations of schizophrenia. Claims that this
ester of fluphenazine is longer acting than the other, earlier ester, the
enanthate, were not considered adequately demonstrated, and have not been
permitted in labeling and promotion of this drug.

FLUSPIRILENE (0) This drug is a long-acting antipsychotic, a butyro-
phenone, chemically and pharmacologically related to haloperidol. A sponsor
submitted an IND in 1970 for maintenance therapy in chronic schizophrenics,
and clinical trials are currently in progress. Other drugs are marketed in
the U.S. for this indication, such as the phenothiazines and haloperidol. .
Potential advantages of this drug are the weekly dosage schedule and the
reported selective effect on the delusional component of schizophrenia.

FONAZINE MESYLATE (D) An IND for this analgesic/antihistaminic drug
was first submitted in 1965. A major problem with this drug was that chronic
toxicity studies in animals showed kidney and liver pathology. Because of
these preclinical findings, human investigations proceeded cautiously. FDA
requested that patients under study be closely followed. The IND was dis-
continued by the sponsor in 1974, because of a lack of current interest in
marketing this product. Satisfactory therapeutic alternatives are available
Including cyproheptadine, promethazine, and methysergide.

FUSIDATE SODIUM (W,D) An IND for this antibiotic was first submitted
In 1963, and was discontinued in 1971. A second IND for a different dosage
form was submitted in 1966 and was discontinued in 1968. An NDA was sub-
mitted in 1968 and was found not approvable in 1971 because of inadequacies
in studies of blood levels and excretion of the drug, as well as a lack of
controlled clinical evaluations. There has been no further study. Approved
antibiotics with similar spectra are cloxacillin and dicloxacillin.

GESTONORONE CAPROATE (D) This is a progestational agent for which an IND
was submitted in 1965 for the treatment of benign prostatic hypertrophy.
This investigation was discontinued by the sponsor for the stated reason of
lack of commercial interest. There is no known effective drug therapy for
benign prostatic hypertrophy.

GLIDIAZINE (0) An IND for this sulfonylurea-type oral hypoglycemic
agent was submitted in 1971. The investigations are in Phase II. The drug
is currently being compared against products of the same type which are com-
mercially available. There is no apparent significant advantage of this drug
over those currently available, nor is there any evidence to suggest that
this drug may be safer than tolbutamide in terms of cardiovascular risk.

111
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GLYBURIDE (D) This is an oral hypoglycemic agent of the sulfonylurea
class that is more potent than other commercially available agents of this
class. NOAs were submitted by two firms in mid and late 1973. Although
the initial evaluation of these NDAs by FDA was favorable based on the
clinical testing in this country, FDA has recently received information
that a significant number of deaths from hypoglycemic reactions have occurred
with the use of this agent in other countries where the drug is marketed.
FDA is currently investigating these reports further, and a final regulatory
decision is awaiting resolution of this problem and resolution of the general
problem of a warning for all oral hypoglycemic drugs in regard to possible
excess cardiovascular mortality (UGDP study).

GUANOXAN SULFATE INDs for this antihypertensive agent wer2 originally
filed in 1965 and 1967 for use of the drug singly and in combination with
a diuretic. They were discontinued in 1967 because of clinical evidence
of jaundice in 1% of patients and laboratory evidence of abnormal liver
function in 10 to 20% of cases. The acceptable alternative therapy is
quanethidine, which is marketed in the U.S.

IBUPROFEN (D) Fully approved NDA (1974) Motrin (Upjohn) non-hormonal
anti-inflammatory agent.

IPRINDOLE This is a tricyclic indole anti -depressant and tran-
quilizer for which an IND was submitted in 1963 and an NDA in 1970. When
the data were found inadequate to support claims of safety and effectiveness
in depressed patients, no additional clinical studies were undertaken.
There are presently related antidepressants on the market in this country,
such as imipramine and amitriptyline and a variety of tranquilizers. No
advantages have been demonstrated for iprindole over these drugs in either
depression or anxiety.

ISOETHARINE (W) This beta-agonist bronchodilator, under an NDA approved
in 1961, was marketed in the U.S. in combination with the alpha-agonist,
phenylephrine, or the antihistamine, thenyldiamine, as bronkometer and
Bronkosol (Breon), respectively. Pursuant to the NAS/NRC review, thenyldiamine
was deleted from :he formula and the product is now marketed as combinations
of isoetharine methanesulfonate or hydrochloride and phenylephrine hydro-
chloride (Bronkometer-2, Bronkosol-2). Isoetharine has not been marketed in
the U.S. as a separate substance or in an oral dosage form, but has been
investigated under a number of INDs. INDs were submitted for the methanesulf-
onate as an aerosol, tablet, syrup, and controlled release tablet between
1963 and 1967, and all were discontinued by 1970 because the studies were
completed. (the aerosol IND was reinstated in 1974 to allow for an emergency
shipment). The hydrochloride has been investigated under two INDs; one for
an intravenous infusion (submitted in 1964) was delayed pending additional
animal safety studies which have been completed, and studies under an IND
(submitted in 1973) for a sustained release tablet are currently proceeding.
No NDA has yet been submitted. The relative bronchoselectivity of isoetharine
is shared by such other beta-agonists as metaproterenol, terbutaline (both
recently approved) and albuterol (under study); isoproterenol is also a
therapeutic alternative.
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LACTULOSE This drug, for which an IND was initially filed in
1971, is being investigated for its use in portal systemic encephalopathy.
Its postulated mechanisms include (a) inhibition of proteolytic bacteria
in the gut, (b) inhibition of absorption of nitrogenous metabolites of
bacteria or (c) alteration of absorptive function of the gut mucosa. Studies
are in progress and data are being collected under a common protocol. The
drug appears to be clinically effective in some patients with hepatic encephalo-
pathy, and few adverse effects have been noted as yet. It appears to have no
advantage over neomycin in the management of acute hepatic coma, but may
represent a potential contribution in the treatment of chronic encephalopathy
in patients with severe liver disease.

LORAZEPAM (D) For this anti-anxiety agent of the benzodiazepine group,
the sponsor submitted an IND in 1965. Although no significant problems have
become apparent with this particular drug, clinical trials have not progressed
rapidly. The IND now is in the late stages of investigation and appears to
be focusing on anxiety associated with certain specific states. Adequate
alternative drugs marketed in the U.S. for these indications include diazepam,
chlordiazepoxide and oxazepam. No therapeutic advantages of lorazepam over
these drugs seem apparent.

MAPROTILINE (0) This is a tricyclic antidepressant for which an IND was
submitted in 1969. An NDA was submitted by the sponsor in late 1973, but
due to a lack of adequate and well -controlled clinical trials, it was declared
non-approvable in 1974. Satisfactory drugs are marketed in the U.S. for this in-
dication, such as other tricyclic antidepressants, (e.g., imipramine, ami-
tryptiline and nortriptyline). There are no apparent potential advantages
of this product over marketed drugs.

MEBEVERINE An IND for this antispasmodic was submitted in 1967 and
studies were conducted in patients with irritable bowel syndrome. The
sponsor discontinued the IND in 1969 when foreign trials revealed that the
proposed dose caused alterations in heart rate, dizziness, tremors, nausea
and vomiting in approximately 75% of patients. Alternative antispasmodics
available for this indication include belladonna alkaloids and their
derivatives as well as many synthetic compounds.

MEDAZEPAM (D) This drug is a benzodiazepine derivative for which a
sponsor submitted INDs in 1963 and 1965 for its study as an anti-anxiety
agent. The sponsor submitted an NDA in 1969, with several resubmissions
having been made subsequently. Non-approvable letters on this NDA were issued
In 1970, 1971 and 1972. In all of the submissions thusfar, there has been a
lack of substantial evidence of efficacy. Other drugs of the same class, such
as chlordiazepoxide and diazepam, are marketed in the U.S. for this indication
by the same manufacturer. No potential advantages of medazepam over these
other benzodiazepines are thusfar apparent.
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MEFRUSIDE An IND was submitted in 1967 for this oral diuretic com-
pound, which animal studies suggested has a potency in the range of that
seen with ethacrynic acid and furosimide but with a slower onset of action
and a longer duration of effect. The firm stated in 1972 that there were
no clinical investigations underway, and this apparently remains the current
status of the drug. There are satisfactory alternatives in ethacrynic acid
and furosimide.

MESNA (D) This mucolytic agent was investigated under an IND
submitted in 1971. The IND was discontinued in 1974 for the reason that
"the estimated commitment of resources required to meet regulatory require-
ments for clearance of this NDA is such that continued development of this
product is not justified at this time." Acetylcysteine is available in the
U.S. as a therapeutic alternative.

METAPROTERENOL (W) Fully approved NDA (1973) Alupent (Boeringer-Ingelheim)
bronchodilator.

METHISAZONE An IND for this antiviral drug was submitted in 1963.
Data shows that there is a potential for hepatotoxicity and its use is limited
to patients with serious problems of vaccinia. No NDA has yet been submitted.
There are no drugs presently approved for conditions which would be treated
by methisazone, and so the drug potentially offers a significant advantage
in situations in which the seriousness of the infection warrants the toxic
risk.

METHYLCYSTEINE (D) INDs for this mucolytic agent were submitted by two
firms in 1964 and 1965. Both were discontinued in 1965, one for reported
lack of marketing interest and the other because preliminary clinical evelu-
ations did not suggest sufficient promise. This drug is not currently being
investigated in the United States. Acetylcysteine, a simialr mucolytic drug;
is marketed in this country.

METHYLDIGOXIN (D) This is a cardiac glycoside (digitalis-like drug) for
which an IND was filed in 1972. The investigation under this application
was discontinued in 1974 by the sponsor who gave as a reason that the drug did
not appear to be significantly different from its chemical congener,digoxin.
Digoxin, digitoxin, and other cardiac glycosides are all available in the
U.S.

METOCLOPRAMIDE (W,D) This drug is a centrally-acting antiemetic which
Is also purported to have a direct stimulating effect on gastrointestinal
smooth muscle. An IND submitted in 1964 for its antimetic effect was dis-
continued in 1968 for lack of interest in this country, according to the
sponsor. A second sponsor submitted INDs in 1971 and 1973. An NDA for use
as a gastrointestinal stimulant was found to be incomplete in 1974 for lack
of adequate evidence of safety and effectiveness. It is chemically different
from marketed artiemetics of the diphenylpiperazine (e.g., cyclizine) or
phenothiazine (e.g., prochlorperazine) type and so has been claimed to possess
therapeutic advantages, such as less adverse effects over these available
alternative antiemetics, but trials to date have not established effective-
ness.

METOLAZONE Fully approved NDA (1973) Zaroxolyn (Pennwalt) - diureticand antihypertensive.
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NAFOXIDINE This is an oral anti-tumor and anti-estrogen agent.
INDs were submitted in 1965 for study of anti-fertility properties and
use as an anti-tumor agent for breast cancer, but were discontinued in
1966 and 1967 because of the production of lens opacities in animals.
An IND was reinstated in 1969 and the drug is currently being evaluated
for the treatment of renal carcinoma and advanced breast cancer. No
NDA has yet been submitted. If this drug proves to be effective, it
may offer advantages in some patients having these malignancies despite
its potential toxicity.

NAPROXEN (D) This is a non-hormonal anti-inflammatory agent. INDs
were submitted in 1968 for studies in rheumatoid arthritis and other
arthritic conditions, in 1970 for study of analgesic properties, and in
1973 for study of antipyretic properties in children. An NDA was submitted
in 1974 and is currently under review. Naproxen is one of several non-
hormonal anti-inflammatory drugs currently under investigation and review.
The anti-inflammatory activity of Naproxen appears to be comparable to
that produced by aspirin and other non-hormonal anti-inflammatory agents
already marketed in the U.S. It is claimed that patients who have undesirable
gastrointestinal or central nervous system side effects while receiving
aspirin may be able to tolerate Naproxen; data in support of this claim
are currently under review.

NATAMYCIN (Pimaricin, Tennecetin). Several NDAs were approved in 1962 for
this antibiotic under the name of tennecetin for use as an antifungal agent
for vaginal candidiasis. It is not marketed, since the firm has never
submitted the drug for certification. An IND was submitted for ophthalmic
use in 1968 by an individual investigator. This IND is still active, but
not enough data have been accumulated for submission of an NDA. There are
no drugs which have been approved for antifungal therapy in ophthalmic use,
and there is preliminary evidence that this drug may be useful for this
purpose.

NICLOSAMIDE An IND for this anthelminthic was first submitted in
1966 and was discontinued in 1967 because of lack of investigators. Another
IND for the same drug was submitted in 1968 by a different sponsor and is
still active. No NDA has been submitted. Other drugs available for the
same indications are dichlorophene and quinacrine hydrochloride. It is
claimed that niclosamide offers a safety advantage since it is not absorbed
from the gastrointestinal tract.

NIFURATEL This nitrofuran antimicrobial and trichomonacidal drug
was studied under an IND submitted in 1968. The IND was discontinued in
1969 for lack of commercial interest. It was terminated in 1970, along with
similar nitrofurans, because of the association of this class of drugs with
tumorigenesis in animals. An approved drug for the trichomonas indication
is metronidazole (Flagyl); effective drugs are available for the proposed
antimicrobial uses.
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NIRIDAZOLE An IND for this amebicide and schistosominthic was
first submitted in 1966. The commercial sponsor has discontinued this
IND because of lack of commercial interest in the United States. Other
INDs are held by individual physicians, and are restricted to hospital
patients with severe schistosomal problems. The restrictions are imposed
because of possible adverse effects on heart, brain and blood. Other
preparations available for treatment of these diseases are antimony
potassium tartrate and antimony sodium thioglycollate These latter
drugs are much less expensive, but it is claimed that niridazole may be
more effective.

NITRAZEPAM (W) This is a benzodiazepine derivative for which a
commercial IND was submitted in 1963; trials were carried out for uses_
common to other benzodiazepines, but chiefly for use as an anticonvul-
sant or a hypnotic. Although trials continue on a limited basis, the
sponsor has indicated that they are not developing the drug with a
marketing interest at this time. Another benzodiazepine marketed in
the United States by the same company, for many uses including use as
as anticonvulsant, is diazepam. Another more closely related benzodiaze-
pine of the same company, clonazepam is the subject of an NDA near
approval for anticonvulsant use. Clonazepam and nitrazepam have appeared
very similar in anticonvulsant usefulness, including use in myoclonic
seizures, but there is clearly a possibility that any such drug may pro-
vide special advantages for certain refractory epileptics or certain
special types of epilepsy; e.g., infantile spasms. See also information
on.clonazepam. A major use of nitrazepam overseas appears to be as a
hypnotic. A very similar benzodiazepine, flurazepam, is available from
the same manufacturers as an alternative hypnotic in the U.S.; no
therapeutic advantages of nitrazepam over flurazepam are apparent.
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OPIPRAMOL This drug is a tricyclic anti-depressant for which
an IND was submitted by the sponsor in 1963. An NDA for this product
was voluntarily withdrawn by the sponsor in 1964, and the IND was sus-
pended on the grounds of hepatic and renal toxicity in animals and a
claimed high incidence of adverse reactions in humans. Adequate and
less toxic antidepressants are marketed in the U.S., including imipramine
and amitriptyline.

OXPRENOLOL (W) This is a beta adrenergic blocking agent which is
being studied for its cardiac antiarrhythmic as well as its antihypertensive
properties. An investigational application was originally filed in 1969
by a firm licensed by the parent company. Animal studies, performed
according to our guidelines for carcinogenic trials, have been completed and
the drug has been cleared for clinical trials. An accepted and available
beta blocking agent is propranolo), although oxprenolol is purported to
exert less myocardial depression than propranolol.

OXYPERTINE (D) This is an anti-anxiety drug of the benzodiazepine
type, for which an IND was submitted by the sponsor in 1968. The sponsor
discontinued studies in 1971 and the stated reasons were lack of commercial
interest. Similar drugs are marketed in the U.S. for this indication such
as diazepam, oxazepam, and chlordiazepoxide.

OXYFEDRINE (D) An IND was originally filed in 1969 for study of this
beta-adrenergic stimulator (vasodilator) in the management of coronary
insufficiency, angina pectoris and myocardial infarction. The firm has
since discontinued the IND because of lack of potential regarding effect-
iveness. Nitroglycerin is an accepted alternative therapy in angina pectoris.
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PANCREOZYMIN This term refers to the pancreatic-enzyme stimulating
action of cholecystokinin-pancreozymin (CCK-P2), a hormone formed in the
upper intestinal mucosa which stimulates contraction of the gall bladder
and secretion of enzymes by the pancreas. INDs have been filed for both
the natural (cecekin) and synthetic (OP-CCK) products, and clinical trials
are currently in progress to evaluate the applicability of the products
as diagnostic aids in cholecystography, in collection of the contents of
the gall bladder, and in disease of the pancreas. The products offer the
possibility of improving the diagnosis of diseases of the gall bladder
and pancreas.

PANCURONIUM BROMIDE Fully approved NDA (1972). Pavulon (Organon)
Skeletal muscle relaxant.

PARKIN (D) This is a foreign brand name for profenamine or
ethopropazine, a phenothiazine. An NDA for ethopropazine was fully
approved in 1953 under the brand name Parisidol (Warner-Chilcott) for
use in parkinsonism.

PEMOLINE (D) This is a CNS stimulant for which the sponsor first
submitted an IND in late 1965. An NDA first submitted in 1968 for reversal
of emotionally induced fatigue and mild depression was nonapprovable for
lack of demonstrated efficacy and because of manufacturing deficiencies.
The NDA was resubmitted in 1972 for treatment of hyperkinetic syndrome
(MBD) in children. Initially found inadequate because of clinical trial
deficiencies and insufficient longterm data, the NDA was supplemented to
remedy these deficiencies, and an approvable letter issued in mid July, 1974
for this indication (Cylert, Abbott). Other drugs are marketed in the U.S.
for similar indications, such as methylphenidate and the amphetamines.
Although apparently no more effective than the latter drugs, pemoline may
have an advantage in that a once-daily dosage is adequate, eliminating the
need for children to receive medication at school, and the abuse potential
appears somewhat less than with other stimulant drugs.

PENTAGASTRIN (W,D) Fully approved NDA (1974) Peptavlon (Ayerst)
diagnostic agent for gastric secretion.

PIMOZIDE (D) This is an antipsychotic tranquilizer, related to
butyrophenone, for which one commercial sponsor submitted an IND in 1968,
and individual investigators submitted INDs in 1972 and 1973. An NDA was
submitted in mid-1973, but was found non-approvable due to a lack of adequate
and objective data. The FDA has been in contact with the sponsor in order
to effect resolution of the problems of previous clinical trials. Other
drugs such as the phenothiazines are marketed in the U.S. for these indications.
The drug is of psychophamacological interest in that it appears to act
exclusively upon dopaminergic pathways in the brain, although the clinical
implications of this are not clear. There are claimed advantages with
respect to decreased adverse effects, but trials to date have not substan-

tiated this. It appears to have a clear-cut disadvantage compared with most

other antipsychotics in that it cannot be used for acute therapy, but only
in maintenance.
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PINDOLOL This beta adrenergic blocking agent has been studied
for cardiac antiarrhythmic properties under INDs filed in 1968 and 1969.
The investigation to date is limited to 30-day, Phase II-type studies to
document safety and efficacy. At present the firm is performing animal
carcinogenicity studies as well as exploring other toxicity problems. An
acceptable antiarrhythmic agent of the same pharmacologic class is propranolol.
Pindolol appears to resemble oxprenolol, which is also under investigation
and is described in more detail above.

PIRINITRAMIDE This drug is chemically related to methadone and, more
distantly, to meperidine. It is a synthetic narcotic analgesic, said to
be more potent than morphine. An IND for parenteral use was submitted in
1968 and discontinued by the sponsor in 1969 because the drug did not appear
to have sufficient advantage over existing marketed products. The drug
appears to offer no obvious advantage over morphine. It produces respiratory
depression, nausea, and has a high physical dependence liability. There
are satisfactory alternative agents presently available in the U.S. such
as morphine, meperidine, or pentazocine.

PIVAMPICILLIN (D) An IND for this antibiotic was submitted in 1970 and
was terminated in 1971 due to indications of hepatotoxicity. The same IND
was reinstated in 1974 after the company had demonstrated satisfactorily
that the hepatotoxicity was species-specific, appearing only in the dog.
No clinical trials are currently in progress. This drug is similar in
activity to ampicillin and amoxicillin, both of which are approved.

PRACTOLOL (W,D) This is a beta adrenergic blocking agent which is being
studied as a cardiac antiarrhythmic drug. An IND was submitted by the sponsor
in 1969. Animal studies, performed according to our guidelines for carcino-
genic trials, have been completed and the drug has been cleared for clinical
trials. An accepted and available beta blocking agent is propranolol, al-
though practolol is purported to have greater cardioselectivity and to exert
less myocardial depression then propranolol.

PRAZEPAM (D) This is an anti-anxiety drug, of the benzodiazepine type,
for which the sponsor submitted an IND in late 1963. An NDA was submitted
in late 1972 and declared non-approvable due to inadequacies in the clinical
data. The NDA was recently resubmitted and is currently under active review.
Other drugs marketed in the U.S. for these indications are chlordiazepoxide
and oxazepam. No advantages over other benzodiazepines are apparent.

PRENYLAMINE This is a coronary vasodilator drug proposed for use in
angina. An IND was submitted by the sponsor in 1963, and an NDA in 1963.
The NDA was declared nonapprovable in 1969 because of insufficient manu-
facturing controls information, inadequate pharmacology data, and inadequate
clinical documentation of effectiveness. Investigation was continued inter-
mittently under the IND until 1972, when the IND was discontinued by the
sponsor for the stated reason of insufficient marketing promise. Effective
alternative drugs, such as nitroglycerin, for the treatment of angina are
available on the market.
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PROPRANIDID (W) This is an intravenous, nonbarbiturate anesthetic for
which two INDs were submitted: one submitted by a commercial sponsor in
1963 was discontinued in 1964 because of lack of commercial interest; the
other submitted by an investigator in 1966 was discontinued in 1968 without
specified reasons. There presently is no evident continuing development of
this drug in the U.S. It is more rapidly metabolized than thiopental, and
therefore is claimed to be especially useful in brief outpatient procedures
where early consciousness and lack of residual obtundation would be advantageous.
There are a number of adverse reactions with this drug, but it is not clear
whether these are more frequent than with alternative agents. Marketed
therapeutic alternatives include thiopental and ketamine.

PROPERICIAZINE (periciazine) This drug is a cyano-substituted phenothiazine
antipsychotic.tranquilizer; the cyano group distinguishes it from otherwise
similar drugs available for this indication (e.g., chlorpromazine, thiori-
diazine). An IND submitted by a commercial sponsor in 1964 was discontinued
because of the drug's lack of advantage over available therapy. Moreover,
a narrow margin of safety was suggested by the rat chronic toxicity study
which showed rather severe, but inadequately characterized, hepatic and
renal toxicity. Subsequently, there were INDs submitted in 1968 by two
research investigators and one in 1972 by another commercial sponsor for
investigation of this drug in limited patient populations with types of
psychoses refractory to other treatment. These included seriously distressed
adolescents, "head-bangers" and "self-mutilators", dangerous to themselves
and others. The animal data submitted to the latter IND was that which had
been submitted to the first commercial IND; and consequently, additional
animal toxicity studies were requested by the FDA to better characterize
the toxic potential of the drug. This latter commercial sponsor discontinued
their IND in 1974 because of no further commercial interest. One research
investigation was discontinued in 1972; the other is still in progress
to a limited extent.

PROPIRAM FUMARATE (D) This is a drug in the potent analgesic category
for which INDs were submitted in 1966. Early animal studies showed some
toxicity problems which delayed clinical trials temporarily; these problems
have since been resolved. Although clinical trials continue under these
INDs, investigative development of this drug has not been rapidly pursued.
There are acceptable alternative drugs marketed in the U.S. for this indication,
such as morphine and meperidine. 'There are two potential advantages of
this drug over morphine-like drugs: (1) It may have less potential for
abuse, and (2) It is synthetic and does not require raw opium as a source
for chemical synthesis.

QUINGESTANOL ACETATE (D) This is a progestational agent for which three

INDs were submitted in 1965 and 1969. All of the INDs have been discontinued

by the sponsor for lack of commercial interest and "noncompetitive efficacy."

It was investigated for use as a microdose contraceptive agent but failed

to meet acceptable standards of effectiveness. Norethindrone is an alter-

native progestational agent used as a contraceptive agent which is marketed

in the United States.

42-665 0- 75 - pt. 7 - 21
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RIFAMPIN Fully approved NDA (1971) Rifadin (Dow); and Rimactane
(Ciba-Geigy) - an antibiotic for pulmonary tuberculosis and meningococcal
carriers.

RIMITEROL (W) An IND was first submitted in 1971 for study of an
aerosol of this bronchodilator of the beta-agonist type. The IND is
active, but satisfactory study protocols have not yet been submitted.
Satisfactory therapeutic alternatives include isoproterenol and meta-
proterenol, though rimiterol is said to have greater bronchoselectivity
than does isoproterenol.

RITODRINE (D) This is a uterine muscle relaxant for which INDs were
submitted in 1969 and 1971. One was discontinued by the sponsor following
the completion of the planned studies in phases I and II. The active IND
is in phase III, and is for studies of the drug's effectiveness in relieving
premature labor, a condition for which there is no effective approved drug.
The drug is structurally similar to isoxsuprine, a commercially marketed
drug formerly labeled for this indication. The indication was deleted from
its labeling pursuant to an efficacy review (DESI) conclusion that there is
a lack of substantial evidence that the drug is effective for this indication.

SLOW RELEASE POTASSIUM SUPPLEMENTS (W) INDs for controlled-release potassium
chloride tablets were submitted by two sponsors in 1971. Both of these sponsors
now have NDA's before the Agency that are under active review. These tablets
are composed of potassium chloride formulated in a wax-matrix core. Adverse
reactions data from foreign marketing experience indicate that these wax-
matrix tablets have much less potential for producing serious gastrointestinal
lesions (e.g., perforation or obstruction of bowel) than conventional
potassium chloride tablets or enteric coated tablets, although they are not
risk-free in this regard. These tablets therefore offer a safety advantage
over the currently marketed solid dosage forms of potassium chloride in the
U.S. However, liquid potassium chloride products, which pose little or no
safety problem in regard to gastrointestinal lesions, but which are not well
accepted by some patients because of the taste and inconvenience, are avail-
able in the U.S. as therapeutic alternatives.

SOMATOTROPIN (D) This is a pituitary hormone for which the sponsor sub-
mitted an IND in 1969. Clinical trials are currently ongoing to determine
the effects of therapy beyond one-year in the treatment of pituitary dwarfism.
Since this drug is a lyophilized human growth hormone derived from human
pituitaries obtained at autopsy, the supplies are extremely limited. This
limits the number of clinical trials which can be conducted. Because of the
high demand for this drug in the treatment of pituitary dwarfism its wider
availability would be beneficial universally.

(-
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SOTALOL rhis is a beta adrenergic blocking drug proposed for
use as a cardiac antiarrhythmic agent. The IND was submitted by the sponsor
in 1965. The sponsor voluntarily discontinued clinical investigations with
this product in 1971, citing a lack of commercial promise adequate to justify
the expense of developing carcinogenicity safety data. Prooranolo1, an accept-
able alternative beta adrenergic blocking agent, is marketed in the United
States.

STREPTOKINASE (D) An NDA for this enzyme was approved in 1951 for topical
use to assist debriding of wounds and burns. Another sponsor is currently
investigating the drug for intravenous use as a thrombolytic agent under an
IND which was submitted in 1963. Because of the lack of adequate preclinical
data, clinical studies were delayed, but are now proceeding. There is no drug
currently marketed in the U.S. which provides safe and effective thrombolytic
therapy (ability to dissolve blood clots), and this drug and urokinase (see
below) are under study for this purpose under trials supported by the NIH.
Both drugs have serious potential for toxicity and must be administered with
great caution by experts, but they also offer the possiblity of a significant
advance in the treatment of thrombotic disorders.

SULBENICILLIN (Sulfocillin) (D) An IND for this semi-synthetic penicillin
was submitted in 1973. The study is in Phase II; no NDA has been submitted.
The drug is similar to carbenicillin, which is approved. It is claimed to
be somewhat more active than carbenicillin against Pseudomonas strains and
the penicillin-resistant Straphylococcus aureus.

SULFALENE An IND for this sulfonamide antimicrobial agent was sub-
mitted in 1964 and was discontinued in 1968 for lack of interest in marketing.
Subsequently two INDs were submitted for the drug in combination with tri-
nethoprim for the treatment of malaria, and one of these INDs is still active.
There are many other sulfa products on the market in the U.S. The combination
of sulfamethoxazole and trimethoprim (Bactrim, Septra) is also approved.

SULPIRIDE (D) This is a pyrrol derivative for which an IND was submitted
in 1973 for possible use in depression, vertigo, and gastrointestinal ulcers.
It is chemically dissimilar from other antidepressant or antivertigo drugs
marketed in the U.S. Sulpiride has been compared clinically with major tran-
quilizers of the phenothiazine group, but no advantage has been demonstrated
in patients with delirium, depression or alcoholism. Investigations have not
yet produced evidence of antidepressant activity equal to or better than
tricyclic antidepressants marketed in the United States, such as imipramine
and amitriptyline. It is too early in clinical investigations to assess the
therapeutic usefulness of sulpiride,but if it proves to be a reliable anti-
vertigo agent it would be an advantage over drugs currently marketed for
vertigo: e.g., meclizine and diphenidol.
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SULTHIAME This is a carbonic anhydrase inhibitor, used as an
anticonvulsant, for which the sponsor submitted an IND in 1963. Sub-
sequently NDAs for use as an anticonvulsant were submitted in 1965 and
1968. These were declared non-approvable due to a lack of-data to support
safety and efficacy; in particular, there was an absence of controlled
clinical data. Another related carbonic anhydrase inhibitor, acetazolamide,
is commercially available in this country as an anticonvulsant as well as a
diuretic. No further studies with sulthiame were undertaken by the sponsor
after a study supported by the National Institute of Neurologic Disease
and Stroke showed the drug to be inferior to diphenylhydantoin, the most
well-established alternative anticonvulsant. Sulthiame may be of some
value as an adjunct to established anticonvulsants, but at the dose levels
required adverse effects (primarily hyperventilation) are frequently en-
countered. The IND is still active, but there appears to be little interest
in marketing the drug.

TAMOXIFEN (D) This estrogen-antagonist for antineoplastic use is
currently being investigated at the National Cancer Institute for use in
breast cancer, under an IND submitted in 1974. This class of drug is of
interest because it may be as effective as such androgenic substances as
testosterone while possibly avoiding some androgenic side-effects. Suit-
able marketed alternatives are testolactone, fluoxymesterone and calusterone.
Premenopausal patients with breast cancer are usually castrated by surgery
or irradiation, and drugs of this type are used only after the benefical
effect of castration has ceased.

TERBUTALINE SULFATE (W) INDs for this bronchodilator were submitted
in 1970 and 1974, and are still active. An NDA for the subcutaneous in-
jection was submitted in 1973 and approved in 1974 (Bricanyl, Astra). In
1974 an NDA for the oral tablet form was submitted, and is currently under
review. This drug ,like albuterol (under study - see above) and metaproterenol
(already approved) ,is claimed in some studies to offer fewer side effects
than ephedrine, the most widely used oral adrenergic bronchodilator.

TETRABENAZINE This drug has chemical and pharmacological similarities
to reserpine; its chemical structure even more closely resembles benzquinamide,
which is marketed here as an antiemetic. Tetrabenazine has been used abroad
as an anti-psychotic agent. An NDA for this indication, submitted in 1960,
was withdrawn by the sponsor because of inadequacies in the preclinical data.
A subsequent IND submitted by the same sponsor for a non-therapeutic clinical
pharmacology study was discontinued in 1968. Recently, reports of successful
treatment of certain relatively rare movement disorders (e.g., hemiballismus)
have appeared, and six individual investigators have filed INDs for this use
in the last four years. The drug in some patients appears, however, to cause
depression so severe as to require its discontinuation. The drug may have
promise, since there currently are no effective drugs marketed for the un-
common neurologic disorders for which it has been proposed.
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THIOCARLIDE This antituberculous drug is also known as Amixyl,
Dantanil, Disocarban, Isoxyl, DAT and Sarbamyl. An IND for Isoxyl was
filed in 1963 and was discontinued in 1967 because the sponsor stated
that it was "too costly to research." Another IND was filed in 1968 by
a foreign firm and was subsequently discontinued in 1972; no reason for
discontinuing was submitted. There are several approved antitaberculous
drugs available in the U.S. and no known advantages of this drug.

THIOGUANINE Fully approved NDA (1966) Thioguanine Tabloid (Burroughs-
Wellcome) - antineoplastic.

THIOPHENICOLGLYCINATF (0) An IND for this antibiotic was first submitted
in 1964 but was discontinued for lack of commercial interest. This drug
is similar to chloramphenicol, which has long been marketed in the U.S.

THYROTROPIN-RELEASING HORMONE (D) This is a hypothalamic thyroid stimulating
hormone prepration for which several INDs were submitted in 1970, 1971, 1973,
and 1974. A commercial sponsor submitted an NDA for this product in 1974,
which is currently under active review. This drug may prove to be useful in
the diagnosis of disorders of the thyroid and pituitary gland.

TILIDINE (D) This is a strong analgesic for which INDs were submitted
by the sponsor in 1968 and 1970. The clinical trials under this IND are
currently in progress, but research has not progressed rapidly. There are
acceptable alternative drugs marketed in the U.S. for this indication, such
as morphine, meperidine, and pentazocine. Claimed advantages of tilidine are
that it may have a lesser abuse potential than morphine, that it is synthetic
and therefore does not require raw opium as a source for chemical synthesis,
and that it may produce less respiratory depression than narcotic analgesics.

TIMOLOL This beta adrenergic blocking agent has been proposed for
use as a cardiac antiarrhythmic agent. It is claimed to have a superior
margin of safety (e.g., myocardial depression versus beta blockade) over
propranolol. An IND was submitted by the sponsor in 1970. As with
other beta adrenergic blocking drugs, ongoing clinical trials are limited to
30 days pending the results of animal carcinogenicity studies. Such studies
have been completed and are at present in the process of analysis. The
beta adrenergic blocking drug, propranolol, is available on the market for
the same proposed use.

TOFENACIN This drug, proposed as an antidepressant, is related to
marketed antihistamines, anticholinergics, and so-called muscle relaxants,
such as orphenadrine. An IND was submitted in 1969, but was subsequently
discontinued by the sponsor. Reports of clinical trials do not suggest
superiority to existing alternative antidepressants such as imipramine or
amitriptyline, and raise questions as to effectiveness. The chemical and
pharmacological differences of tofenacin from available antidepressants,
however, suggest the theoretical possiblity of fewer adverse effects.
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TRANEXAMIC ACID (D) An IND was filed in 1969 for this anti-fibrinolytic
coagulant. Because of severe toxic effects in animals, including retinal
atrophy at all dose levels, clinical studies are at present limited to a
rare condition, hereditary angioneurotic edema, for which there is no good
alternative therapy.

TRAZODONE (D) This drug is a triazolopyridine derivative, proposed as
an antidepressant, without obvious structural similarity to other drugs with
this activity. A research sponsor submitted an IND in early 1974, and
clinical trials are now in progress. No commercial IND has been filed. It
is too early to determine possible therapeutic advantages of trazodone.
There are alternative antidepressants available, such as imipramine and
doxepine.

TRIBENOSIDE (D) An IND was submitted in 1967 for evaluation of this

drug as a systemic anti-inflammatory agent in the symptomatic treatment

of varicose syndromes including hemorrhoids. The clinical studies did not

establish effectiveness and the drug was shown to be allergenic in a notable

percentage of cases. The IND was discontinued in 1972. Many oral analgesic

agents as well as local remedies are marketed in the United States for relief

of the discomfort due to hemorrhoids.

TRIFLUPERIDOL This is a butyrophenone anti-psychotic tranquilizer for
which one sponsor submitted several INDs for different formulations in 1963.
All of these INDs were discontinued by the sponsor in 1967 and 1968, due to
a lack of marketing interest. A closely related drug marketed in the U.S. for
this indication by the same sponsor is haloperidol. Other available anti-
psychotic drugs include the various phenothiazine tranquilizers. Therapeutic
advantages of trifluperidol over available alternatives are not apparent.

TRIMETHOPRIM-SULFAMETHOXAZOLE (W) Fully approved NDA (1973) Bactrim
(Hoffmann-LaRoche), Septra (Burroughs-Wellcome) anti-infective combination
for chronic urinary tract infections only; other possible indications are
being investigated under INDs.

TRIMIPRAMINE MALEATE This tricyclic dibenzazepine anti-depressant is
structurally very similar to imipramine. An IND was submitted in 1964 for
its use as an anti-depressant. In 1968, the sponsor submitted an NDA, which
has been declared non-approvable due to a lack of data resulting from adequate
and well -controlled clinical trials. Other drugs in the same chemical class
marketed in the U.S. for this indication are imipramine hydrochloride and
amitriptyline hydrochloride, and this drug appears to provide no real thera-
peutic advantage.
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UROKINASE (0) This fibrinolytic agent has been proposed for use in
the treatment of venous thrombosis. Three sponsors submitted INDs, in
1963, 1964 and 1971. Investigations have not proceeded beyond Phase II
studies, primarily because of difficulties in producing satisfactory material
from its source, which is human urine. The material is now being derived
from a new source, human embryonic kidney cell cultures, which promises to
facilitate future study. Inherent advantages in its mode of action are
anticipated if effectiveness is demonstrated. There is no drug currently
marketed in the U.S. which provides safe and effective thrombolytic
therapy (ability to dissolve blood clots), and this drug and streptokinase
(see above) are under study for this purpose under trials supported by the
NIH. Both drugs have serious potential for toxicity and must be administered
with great caution by experts, but they also offer the possibility of a signi-
ficant advance in the treatment of thrombotic disorders.

VERAPAMIL This is a coronary vasodilator proposed for use in
angina pectoris. The sponsor submitted an IND in 1968, but clinical
investigation was discontinued in 1970 due to the appearance of cataracts
In dogs. Patients who received this investigation drug have been followed
by the sponsor ophthalmologically for two years. A report on the final
results of the examinations has been requested. Alternative treatment, such
as nitroglycerine, is available for angina.

XANTHINOL NIACINATE This is a vasodilator proposed for the treatment of
peripheral vascular disease. An IND was filed in 1963 and an NDA in 1964.
Following notification that the application was incomplete because of a lack
of documentation of safety and efficacy, it was withdrawn by the sponsor
in 1967. Peripheral vasodilator drugs which are currently marketed have
been declared "possibly effective" pending the results of new studies. A
truly effective peripheral vasodilator would be a therapeutic advance.



3132

NO IND IN U.S. 

Acefylline Piperazine*
Ajmaline, N-Propyl-, Hydrogen T (D)
Alcuronium Chloride
Alphaloxone and Alphadolone
Ampicillin Potassium*
Bencyclane Fumarate (D)
Betamethasone (Inhaler) (W)
Benziodarone +
Clomocycline
Cactinomycin*
Chinolymethylene Diphenol (D)
Cicrotoic acid
Clobetasol Propionate (D)
Cyclofenil (D)
Deglycyrrnizinated Licorice
Depressin (D)
Dobesilate Calcium (D)
Dosulepin HC1
Etodroxizine Dimaleate (D)
Febutolo (D)
Floredil HC1 (0)
Formocortal Acetate
Gefarnate
Guanoclor Sulfate (W)
Hexoprenaline (0)
Homofenazine (D)
Hydrotalcite (D)
Ibufenac +
Indomethacin Meglumine* (0)
Ioglycamate Meglumine (D)
Ioxithalamic Acid (D)
Ketophenylbutazone (D)
Ketoprofen (D)

(W)

Lithium Sulfate* (D)
Lymecycline
Metiazinic Acid (D)
Mitobronitol
Moxisylyta HC1
Naftazone (D)
Nitrimidazine (Nimorazole)
Noleptam (D)
Pacilan (D)
Penflutizide (Penfluzide) (D)
Pengitoxin (D)
Phenoperidine HC1
Phenylpentanol (D)
Phenylprenazone (D)
Picosulfol (D)
Polidexide .
Prothionamide
Proxyphyl line
Pryibenzyl Methylsulfonate (D)
Pyrissuccideanol Maleate (D)
Pyritinol (D)
Pyrrolidine (D)
Spicillin (D)
Steroderm (D)
Sulfaguanol (D)
Thiambutosine
Tolperisone HC1 (D)
Trimetazidine
Tromantadine HC1 (D)
Trophosphamide (Trofosfamide) (0)
Vascoril (D)
Vincamine (D)
Vinquidil HC1 (D)

* Identified as salt, ester or other form or combination of U.S.-marketed drug(s)

+ Marketing discontinued in other countries because of toxicity
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DANTROLENE  SODIUM FOB TREATMENT OF SPASTICITY

Dantrolenc sodium (Dantritun - Eaton), a new oral hyclantoin derivative, is ad-
vertir.cd as "The first specific [drug] for skeletal muscle spasticity resulting from
F.erious chronic disorders (not indicated for rheumatic spasm)." Dantrolene is rec-
cmmended by the manufacturer for patients with spasticity resulting from such con-
ditions as stroke, spinal injuries, multiple sclerosis, or cerebral palsy.

MODE OF ACTION - Dantrolene apparently acts directly on the contractile
n echanism of skeletal muscle (K. 0. Ellis et al., J. Pharm. Sci., 62:948, 1973; J.
V. Putney, Jr., and C. P. Bianchi, J. Pharmacol. Exp. Ther., 189:202, April 1974).
The drug probably acts by interfering with release of calcium from the sarcoplasm;
it is the released calcium that is responsible for initiating muscular contraction.

CLINICAL STUDIES - In a study that included 10 patients with weakness or
paralysis resulting from stroke or cord lesions, all 10 showed some degree of im-
provement in spasticity while taking dantrolene. In this same study, motor per-
f,,rmance also improved in some patients, but in others it became worse, possibly
b -tcause s:)asticity may sometimes help motor function (S. B. Chyatte and J. V. Bas-
n ajian, A •ch. Phys. Med. Rehabil., 54:311, 1973). In a study of 17 patients with
a hetoicl cerebral palsy, eight patients showed moderate improvement while taking
t. .c drug. One -year-old boy with postencephalitic athetosis and dystonia im-
p •ovecl dramatically (S. 13. Chyatte et al., Arch. Phys. Med. Rehabil., 54:365,1973).
Of 20 patients with multiple sclerosis treated with dantrolene for five weeks in a
d tuble -blind crossover trial, six seemed to benefit, but weakness occurred in 15
o the 20. Two patients developed severe weakness and no benefit (A. J. Gelen-
b •rg and D. C. Poskanzer, Neurology, 23:1313, 1973). One Medical Letter consult-
ant with extensive experience using dantrolene reports that patients with amyotro-
p ic lateral sclerosis tend to complain of increased weakness without accompany-
ing benefit.

ADVERSE EFFECTS - The most important adverse effect of dantrolene is
v -takness. When patients are already paraplegic, drug-induced weakness may
make little difference. In other patients, however, it can be disabling; weakness
is sometimes accompanied by severe apathy. Diarrhea is a frequent adverse ci-
f-et, and vertigo can also be troublesome. Hepatic dysfunction has been report-
ed in a few cases, and phototoxicity may occur. The adverse effects of using
d tntrolene for more than one year are not known.

1,,TORf. B0AR11,. Ilgroold Amon. M.D., Chairman: %min A. ItIrgek. Com.tilitng FAH°, Assoc. PIM., Rockefeller Univ.: Lewis M. Pawl, M.D.,.of. of Pediatrics. Athol Pinstc,11 Coil. of Med.: Jule, 1111,eh, Prof,, Rockefeller Univ.; Fenton Selig/foe, M.D., George flat hr Prof of Med., Mt.,10.11 School or `,'ed. 1.1,171)11• Mierk Abointovoler, M.D. AD1,000 0' B(bARD: 1.0111s S. Good/min, f),songLoshed Prof. of Pharmacology. Urov. ofUlfall Coll of Me. I . Paul If. I.aliete,. M.D.. (lin Prof of Mod , y3ir Uno. Med. School. Marl. II. Letsper, M.)).. Prof. of Preventive Med. end Med . Ruth' led. Coll ; Gerhard Los, Pharm. 0.. Dminnio.hed Prof. of l'hartn.gcctorts. State 1.1100e. of N.Y.. Portal°, caves, 0.. Moore, M.D., Prof. of Surgery. thlor. ofMorado Shoo( of Med.: 1.erny lg. voodoos. MA.. Prof. of nne•the,i, 11:lev,rd Med School; Massvell M. WIntrntre, M.D., Dligln1u1shed Prof. of Intern.
H.c&I.'21.12aL of Mod je0w !bled-"";
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DOSAGE - A eta rting dose of Zr, •ng cif dant rolene twice daily lb 6raeea ey cue -

need ')y adding 50 to 100 mg daily each week, to a maximnm of 400 mg daily. In

children, the recommended start hip dose is 1.0 ng/kg of body weight twice daily,

inc reaSinp: to a maximum of 3.0 cog/kg four times a day, but not to exceed 400 mg

da,iy. Beneficial effects may not appear before a week or more of treatment.

CONCLUSION - Dantrolene seems to be an effective oral drug for treatment

of some forms of spasticity, but ;: drug that produces weakness while reducing

• sticity i not ideal. Dantrolcin• is most likely to be helpful when spasticity is

pa.nful or is the limiting factor in recovery of function, but its exact role in the

trcattnent of various spastic disorders remains to be established.

HYCANTHONE FOR SCHISTOSOMIASIS

Schistosomiasis occurs in milliens of people in South America, Africa, the

M 'Idle Eaut, and Asia. In the United States, the disease is usually found only in

pa_ients from Puerto Rico, in Peace Corps volunteexs, in travelers from abroad,

ard in recent immigrants.

Control of the infection can be achie,red by destruction of the snails that are

in'.ermediate hosts for the worms, and through sanitary engineering projects,

(reproved personal hygiene, and the use of such drugs as niridazole (Ambilhar -

C:ba, Switzerland), stibophen (Fdadin - Winthrop), and antimony sodium dimer-

ceptosuccinate (Astiban - Hoffmann-La Roche, Switzerland).

HYCANTHONE - Another di ug.manufa, 'cured by Winthrop, hycanthone, has

• _ been suomitted for approval to the U.S. Food and Drug Administration, but is

w Tely promoted and used in Latin America and elsewhere. High, though yari-

al .e, cure rat_ts hi ye been reported in infections caused by Schistosorna mansoni

a: -1 S. haematuhium (WI-10 Tech. Rep. Sen., No. 515, 1973). The drug is not use -

ft in S. japonicum infections. It had been hoped that hycanthone would cure

• histosomies .4 with a single intramuscular injection, but some patients require

• )eated injections, and others who appear to have been cured suffer relapses

• ,e worms that re resistant to the drug.

HEPATIC -).A.MAGE - Acute fatty liver that appears a few days after admin-

i: iatior of the d ig and lea-is to death is the most serious immediate adverse

e feet o hyce.:,l ne. Estimates of the frequency of this complication vary from

o e death pi.r thousand patients to one per 18,000 patients. The mechanism of

ti is reaction is not known.

TERATOGENICITY - Hycanthone in higher than recommended doses has been

f ,und to be teratogenic in animals. There are no reports of hycanthone -associat-

e] malformations in the human fetus, but extensive studies, have not been done.

CARCINOGENICITY - F. M. Hetrick and W. L. Kos (J. Pharma (.01. Exp. Then,

1 -.6:425, 1973) reported that exposure of some virus-infected cell cultures to con-

c,ntrations of hycanthone as low as 0.1 p.g/m1 resulted in malignant transforma-

t one. Hepatocellular carcinomas have been found in mice infected with S. man-

s .ni and treated with a single dose of hycanthone, but not in uninfected mice treat-

11
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ed with hycanthiine (W. 11. Iliese it al., j. Phaemacol. Exp. Ther., 186:430, 1973).
Llher workers, from the Sterling Winthrop Research Inetilute, were unable to
demonstrate carcinogenicity of hyeanthone in infected Mice (A. Yarinsky et al.,
Toxicol. App]. Pharmacol., 27:169, 1974).

CONCLUSION - Hycanthone is used in many parts of the 'world for treatment
o' some forms of schistosomiasis. Although it had been hoped that it would pro-
vide a "one-shot" cure for the disease, many patients recinire repeated treatment
min: the driig and some develop infections with hycanthon, -resistant organisms.
Whether the convenience and relatively high cure rate of hycanthone outweigh the
risks of hepatic necrosis, teratogenicity, and carcinogenicity may take many years
to establish. Since alternative drugs are available, administration of hycanthone
to children and other patients with a'long life expectancy should be avoided.

SYSTEMIC REACTIONS TO HYMENOPTERA STINGS

Local reactions to insect stings such as swelling, redness, itching, and pain
may be caused by direct injury from enzymes or toxins in the insect's venom. Sys-
temic reactions, usually allergic in origin, include urticaria, bronchospasm, lar-
yngeal edema, abdominal pain, anaphylactic shock, and death. The most severe
systemic effects are caused by reactions to the stings of Hymenoptera, including
bees, wasps, hornets, and yellow jackets. Some patients who have had systemic
reactions to these stings apparently lose their sensitivity and can tolerate a subse-
quent sting from the same species of insect without difficulty, but there is no way
of predicting in which patients this will happen.

EI'dlleRGENCY TREATMENT - The most effective immediate treatment for trys-
t ,rnic reActions to Hymenoptera stings is subcutaneous injection of 0.3 ml of 1:1000
epinephrine (('.1 to 0.2 ml for children). Parenteral or oral administration of anti-
histionin orticosteroids, or ephedrine is no substitute for epinephrine, but
tiese drugs may be used to help prevent a return of symptoms as the effect of epi-
rephrine wears off; corticosteroids are not effective until several hours after ad-
riinistration. Commercial kits containing a syringe of epinephrine are available
( kna-Kit - Hollister-Stier, Spokane, Washington; "Personal" Insect Sting Kit - In-
t.trnational Medication Systems, South El Monte, California). Ice packs can slow
tte absorption of venom and also relieve pain.

DESENSITIZATION WITH WHOLE-INSECT EXTRACTS - The only materials
commercially available for testing sensitivity to Hymenoptera, and for desensi-
tizing patients, are monovalent and polyvalent extracts of the whole bodies of bees,
'asps, hornets, and yellow jackets. Since the patient's identification of the sting-
ing insect is often unreliable, most allergists use the polyvalent preparations.
' hese extracts are probably useless for the diagnosis of Hymenoptera sensitivity
(H. J. Sr hwartz, SAMA, 194:703, 1965), and the effectiveness of desensitization
•:ith whole-body extracts has never been convincingly demonstrated by controlled
rials. Deaths from stings have occurred in some patients who previously had a
cries of desensitizing injections with whole-body extracts (J. H. Barnard, J. Al-

3:!rgy Cum. Immunol., 52:259, 1973). In spite of reservations about their effective-
ness, most Medical Letter consultants recommend desensitization with whole-body
llymenoptera extracts for patients who have had systemic reactions to Hymenop-
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tera stings, since no effective alternative treatment is generally available. Local

ivactions, however severe, are not an indication for such injections.

INVESTIGATIONAL, USE OF HYMENOPTERA VENOMS - Most
 Medical Letter

allergy consultants would prefer to use the Hymenoptera venom
 alone rather than

whole-body extracts in patients who have had systemic reactions to stings, 
both

for specific diagnods (A. K. Sobotka et al., j. Allergy Clin. Immunol.
, 53:170,

March 1974) and Col desensitization (M.11. Loveless and W. R. Fackler,
 Ann. Al-

lergy, 14:347, 1950; L. M. Lichtenstein et al., N. Engl. J. Med., 290:1223
, May 30,

1974). Unfortunately, the use of these venoms is still in the investigational stag
e,.

and they are not available commercially; patients who have had a severe
 anaphy-

lactic reaction to a Hymenoptera sting should be referred to a cli
nical immunology

center where desensitization with venom could be considered.

CONCLUSION - Patients ,vlio have had systemic react
ions to Hymenoptera

stings should carry syringes containing 0.3 nil of 1:1000 epi
nephrine for emergen-

cy treatment. Until Hymenoptera venoms become generally avai
lable for diagno-

sis and desensitization, such patients should be immunized 
against future reactions

with whole -body extracts of Hymenoptera.

TRAVELERS WARNING: DIPYRONE IN OVER-T
HE-COUNTER DRUGS

Almost 10 years ago, The Medical Letter warned travel
ers that the analgesic

and antipyretic drugs aminopyrine and dipyrone, noted for 
their ability to produce

fatal blood dyscrasias, were "available under various names wit
hout prescription

in man; F. -Open and Latin American countries..." (Vol. 6, p. 1
04, 1964). Unfor-

tuna'ely, in 1974, medicines containing dipyrore are still w
idely sold in sonic Lat-

-1 Au eri.can countries, according to a bulletin from the Intern
ational Desk of Con-

grrnert. Union.

BRAND N LS. • ND C' 'PANIES - Dipyrone (dipirona) is sol
d in Latin Am-

cartiplc, by Upjpi. . as Alginodia, by Winthrop as Conr
nel, by McKesson

Diy A-, MK, .r•i.1 by l-ro,•chst as Novalgina. It is also marketed in such com-

b .-tatoi Jr •g, its nazalgin (Hoechst), Beserol (Winthrop), Busca
pina Compositum

C • icidin 3/t• and Corilin Pediatrico Supositorios 
(Schering),

•one Cornpuesta (McKesson), Dorflex (Merrell), and V
alpirone (Endo).

' ANL •A'ARNINGS - In many countries, these drugs are 
readily

ail;.1' • in Irugstoret. without prescription, with no warnings to 
physicians, phar-

icaeists, •• patient-. Some products carry warnings of possible 
serious harmful

"f:•,cfs. but C labeling Sometimes also states that the drug can be used
 for such

minor ailments as colds or toothaches.

CONCLUSION - Physicians should warn patients planning to
 travel outside the

United States that dipyrone, a drug that can cause fatal blood dysc
rasias, is sold

without prescription in other parts of the world. Physicians 
should suggest that

travelers carry a small supply of aspirin or acetaminophen 
purchased in the United

States for headaches and minor aches and pains, rather than r
ely on "aspirin-like"

compounds obtained elsewhere.

1,11•1( j. puldished rtery iwo weeks by Thy Medical Letter, In, a non.prollt cor
pora... 56 Hari item Atirt.i. New kothrlle. NA 10451. Serond.

el.', pottage paid It N.Y. and 41 addittnn.1 OffiCell. SitintriptiOn 63,I yt.. $10 30, 2 yrs 
$35.50, 3 yrs.. 240.30 (27.7, per year for

s".rit,im. •. interns. residents. and fellows; epee's! fees for hulk orders). 
SulnstiptIons ate atreptril *oh the tiniferstantling that no

wi4s•- It hy any process in whole or in 'Art without special pepoissson. CottYttlfhl C 1574• rut', lot
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By Ifni-foe WM:
Americans Om luTorne itt n a for.

eien country tun a sei knit; risk of tak-
ing medicines Drat are banned in the
United Steles betiatise they lia‘e list
been demonstrated to be sale, or be-
cause they have not been shown to he
effective in the conditions for which
they are recommended.
My fetidly was exposed to the prob.

tern in Spain last summer, when all of
us developed nhld and, as it turned
out, sliorelived F tomach upsets.
An American friend steered toy wife

to an English.speeeine. Pharmedetwho, after listening attentively to her
description of the ailment, sold her
eight capsules of Chloreetrep.
A so.celled fieed.ratio combination,

Chlorostrep consists of equal anicunte
of two antibiotics which. in the United
States. tem he diepensed only on pre-
scription of a physician. The producer

'Is Perke.Davis, en Arnericen firm.
One of Cm • utiiiitithee dihydrostrep-

torny tire Iiis It e been known to cause
• $ith elfe6S smite users, in.
.cutting nett versible deetru,s.
. The oth r irgrediene is ChloromY-e Pe •ke.lsavis'e (cadet-tame for
cluloribrie 'n 'i'''t Dependine on doe-
tie. it, cal et. fatal eplastie anemia in
one user iii 24.200 to one ii, 40.500 lit"
cause it is iu ha/ardnus. it is supposed
to be mei-, ed only for typhoid level,
for lienmplelus influenzae menineitisaid for rate contlithee; in it hich theusual drupe of choice cannot be ueed.
For seer, al years now, no productsech as Ch'erostrep has been permit-ted on the inierican market. Why? Fle•cause all fieed combinations of antibi-otics were unanimously condemned by30 spedalisis in the treatment of infec-tious diseas,s who reviewed them forthe Natioea' eteelerny of Sciences andthe Forel and Drug Administration.'fhe specialists declared such mix-tures to be therapeutically irrational,because they ere no more effectivethan their i ermionents used separately,arid because it is hazardous to use twopieent drugs v-here one suffices. or touse more antibiotics than necessary.OLviously a i,erson using a combina-tion cannot ineest a needed in eredientwithout also seallnwine an umnertledone, ur to increase the close of ancedvd component without also in-creasing the dose of an un-needed one.

2 • •

Risks •p,c,zuzing Some k r , 
• 

poreion Phc,trnwceuticaIs
-Chiarosfrep consists
of equal amounts
of two antibiotics
which, in. the
United States, can be:
dispensed only on
prescription.
of the physician. The
producer is Parke-Davis,
an American inn.
One of the antibiotics
.has long- been known
to Cause serious
side-effects
In some users."
The Importance of this advice is il-

lustrated ny a fixed antibiotic combi•
natii,n trade-named Panallia. It once
'Was said by the then-commissioner of
the t DA, Dr. lie, bert L. Lee• Jr.. to be
causine hundreds of thousands of
heedless Injuries, a few of them fatal,
each year.

Iroeically. the fault lay with the sec.
°tidal y component. novelnucin. that
vas iound in studiee acthally to he cle-
tractine. from the efficacy of the pri-
mary ingredient. tetracycline. After along court fight by the FD.A here, the
manufacturer. the Up;ohn Co., WAS
forced to stop selling the combination
here—but continued to sell it abroad,
under the name Albainycinele

In Columbia, -you can buy any drug
at any pharmacy," a Columbian. Al-
berto Donadio. of Medellin, said in a
recent letter to this reporter.

Donadio specific-ally cited DES
(dietheletilhesterole which has been
widely presceibed to prevent miscar•
rieues altlinueli substantial evidence of
efficacy. is lackine.

In 1971. researchers at elassacusetts
General ilospital made the discovery
of sometimes fatal vaginal cancer in

numerous datighlerS Of worn., •yhe
more than 20 years earlier tuel tee-s
DES in preenancy. •
.The pachatre brochure in Colum.bia

"teirries no notice of side effects." Do.
nadio said. De recalled that hie meter.
ebout such ropulatory Ineity to a tire
istry of Health official dieted the 1,
ply that -Columbia is a sovereign
country."
in London on May 13, The chleTelien

disclosed a comparative study by rs.
porter Adam Replied showing that of
the 400 medicines ruled by the Ameri•
ean FDA to be lacking evidence ot ef•
fectiveness, neerly one-fourth ore still
on sale in Britain. Three examples.
• Bradasol lozenges. iiromotee In

Britain by CIBA as "effeetive tt el-
Irvine dilutions against tit:" majority of.
bacterial and fungal orgaresms caurIne.
throat and mouth infections." bet wi•n•
drawn from the United States heraiize
CIBA did not provide the FDA web
what it deemed ' substantial evidence
of effectiveness" for such claims.
• Benylln expectorant, one of the

most frequently prescribed cuueh med.
(vines in England. Parke-Davis claims
Benylin gives "comprehensive relief to
the coughing patient." The FDA. in a
ruling the firm is contestine. slid it
lacks adequide evidence of efficacy or
all of the coadltions Ben tin is claimed
to treat. •
• Sinaxar. withdraw it from the

United States mrrket because - the
producer, Armour, could not substantl•
ate claims of effectivenese. is pro-
moted in Britain as a drug that
"releases the victim of muscle spasm,
relieves pain, promotes normal ateiv•
tty" and. "is consistently effective."
In Spain, the Parke-Davis instruction

leaflet !or Chlorostrep advises against
use ine"infeceiones triviales."

,Course, trivial infections were
prectsely whet my family had. But how
many' ,emerican tourists, even those
able to read Spanish, would be im
dined to heed the labeling once they
have consulted a kindly end 

sureedly knowledecable pharmacist? lime
many might have known that pare-
gorie, the old standby from grandma.),
en's day, is etill the drug of choice for

mild, seli•Itmiting gastro-lntestmel
upset?
Well, we were lucky. Not 50 a 35-

year-old British mother of three. Viva'
tinning in Spain, she liad a minor res-
piratory infection. She "treated her.
self with a, bottle of medicine bought

(continued).
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from o cheiniet's shut)," doctors re-
ported in Lancet.
. "'he preparation coot:tined a total
of 3,5 groins DI •
The coroner's report on the death
Ftrecmcd the doneer or easily obtain,
blo ebtormuplienicol for the protec-
tion of the many holidaymakers we
are coocerned to give on much public-
ity as possible to this situation."

ln the ()remit.
.erition o' Concumer3 t•nioni olitaireit
from 21 vntrivs a total of 55 pack•
accii in which a
manuf.teturer had emlosed an instrue-
Ronal lentlet.
The countiies included four—Egypt,

Greece, 'roil:mil mid Ley—'ehere
cliloraimillenicutte sisld vithout pre-
ecriptien. In contrast, New Zealand al-
lows it to lie dispersies only on the ad-
vice of a specialisb—a 1)0110' tutiglir
than our own.
Packares of Chnlormycelln, the most

widely thetributecl britnd, came front
11 of the '21 countries with instruction
hroelturci, it without them trnin

four. The survey Included two or more
sampit s of only four other brands,
each listed with the manufacturer in
parenthesis:
Paraxin • (Boehringer) and Synth°.

rnyectine (Lcpetit), each front four
countries; Detreotnyciee (Folio), front
three countries, and Kemiectine (Carlo
Erba), ft' -at two countries.

'In general, title or no information
wits given on t .,ie hilt. or 'lack con-

erne,' the cemmittee re.
ported in ban2et let id. Ii. "In a fess
cases a list of reciesmereicd
(indicatio •s) atI is br' f warning were• print,' .!..• or lie el,ief
0' was this the package
insert. lime at -r 1 ,enhchti• of
the 51::•.r3:

01 5b •!a ne• listed to
;mite: " it the li,tect

it a,, sn' Icy, ainong
a..d, as well, among different

brae, from rie same country.
• Parke-DoWs leaflets fn.- Caloronty-

t listed that also varied
widely ,nioo • various countries
(althont '• the company -"told us that
they a. a now introttueitie more stand.
arilecq Instructions"). The most re-
• in,hr,tion... those approved

(ht' Stat - o, were also the
lez.flets for i'hir..-ornycetin tnanufec-
tured it the United E.In7d.im for use
there and in Vinland and feiwit7erland.
• Centra-indicotions—eircometanees

In which a drug should net he used-.
and warnings idso varied widely
amooe coutitries and among different
brands within it country.
."1n tlencral, those brands which had
the narrowest indications also had the
strictest winnings." the Laileet report
said. 'Most serious is that no less than
seven brand, (three of them from
Greece! li•tcd no contra•indleal ions or
warnim2s at all. One leaflet from
Greece claimed that the drug was free
from all side.effects.

"Another unsaii2 factory feeture titat•
etnergecl was the multitude of difter•
vitt headings under sebich the warn-
ings were giver. nutty. Included:
%ittention,"caution.' 'contra.indicatims,'
'dose ' .'neurology,'• 'precautioos."side-
effects,"side reactions,' 'tolerance,'
'warning,' and simply 'NB' [note betel
(note well). .

,\t fat' ns, the contra-Mili•
cations and, wariiings found with

- Parke Davis Chlortintrectin. at the
time of our survey. varied from coun-
try to country. Thit distributed in the
United Slates included warnings for
all three of the conditions we list
(allergy or hyPersensitivity, blood and
gastrointestinal spates) and for sin out
of the eight tontre-•ndintions, In West
Germany and Aostralia, howeecr,
Chloroloyeetin instructions then cur.
ried only one ttarnitg under blood and
no contrn.indications at all."
The minors of the Lancet article,

four members of the Research Ineti-
tute for Coositiner Affairs in London,
said there is "tirecitt need for stricter
control of the avai.abllity of chlorern-
phenicol."
They urged that every country Isan

Its sale except by prescription, that the
recommended uses be confined to three
diseases "where no effective and safe
alternative Is aveilaole," that the warn-
ings be standardired and that the World
Health Orpiii,ation consider making
information on the drug easily avoilahle
to its member count-ies.

But for drugs as a whole, American
tourists generally will continue to run
needless risks abroad so long as other
1,..t;oits do not t.1.12Ct tilc;r LW a
eens with lows and enforcement merit-
anisms comparable to our own.

The icriter report + on consumer of-
jairs for The Washington Post.
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Medicine:
A Wai tng

By Morton Mintz
slo.tild warn patlelit..

planning to Ira, el it Latin Amerie,
that medicing, ennui ninp cilpyrone.
painkiller that ran g guise fatal Won,
diseases, is widely sold there, withi.ut
prescription find "will, no warnings
physicians, pharmarkIs or patients,"
Th., Medical Letter s Lys in its July 10

Doctors should sug to travelegy
that they carry gi .1,11 supply of Ilfp,
rin or ficiiitiminophen purchased in On
Urited States fur hioulaches and minor
aches and pains, ralier than rely on
"a. pirin.like" corn; uunds obtab ,e
elsewhere, the no profit

nublieation recalled that it its 1
w,rned traveleis 10 years ago that e.•
py:onc and another so•called antipc.
relic (antiftner) at 'n t, aminopyrir
vo re "available um'cr iarius names
v:ithout proscription in niany Euros
twin and Lfitin Americt.n
countries."

'Unfertunatrly, It, 1974, mediciniis
containing dipyrone arc still widely
sold in some Latin American countylcs,
at cording to , bulletin from the Inter.
in.1 lona! Desk of Consumers Union,"
The Medical Liter said.
For example, It cant, dipyrone or di-

gn Iona, is sold in Lai in America by Inc
I.Nohn Co.. under tie trade•riame Al.
nodia, hy Winthrop (Sterling; Drup) 49
Cinmel. by McKesson Laboratories as
Dipirona and b lfuechst Pfl$reae-
ci ulleals as Nocalgitia.

In addition, dip,,•ronc appears in
combination with other drugs In
Doechst's Baralgin, WInthrop'sBe,'
erol, Beeltringer's fiuscapina Comp,.
item, Schcring's Ciorietdin S/A and.
Corilin Pediatric° SuposItorlos, Me-
Kesson's Dipirona MK Compuemta,
Merrell's Dorflex and En do' a yelp!.
nine.
"Some products carry warnings of

possible serious lisrmful effects, hot
Vie labeling monetiines also states that
Um drug can he uied for such miner
ailments-As colds or toothaehes,'!. silys
Ihe-Nedical Letter, which evaluates
drugs for physicians.
The Council on Drugs, a scientific
and which the American Medical i1m

siciation dissolved :act year, said in Its
cuthorative "AMA Drug Evaluatienli
1971" that because of its ability to
rouse sometimes fetal blood diseres,
the use of dipyrone as a general anal-
gelds, antiarthrItic or routine antipy-
retic "cannot be condoned."
The writer reports on consumer news

tor Vir Waahinntm, Peat

Senator KENNEDY. The subcommittee hearings now stand
adjourned.
[Whereupon, at 1:03 p.m., the subcommittee adjourned.]
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