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PRECLINICAL AND CLINICAL TESTING BY THE
PHARMACEUTICTAL INDUSTRY, 1978

Protection of Human Subjeects of Biomedical and
Behavioral Research

TUESDAY, MARCH 7, 1978

U.S. SENaTE,
SuBcOMMITTEE ON HEALTH AND SCIENTIFIC RESEARCH,
* oF THE Comymrrree oN Huaman REesouRrces,
Washington, D.C.

The subcommittee met at 9 a.m., in the HEW North Building
Auditorium, Washington, D.C., Senator Edward M. Kennedy
(chairman of the subcommittee) presiding.

Present: Senators Kennedy and Schweiker.

OPENING STATEMENT BY SENATOR KENNEDY

Senator Kexnevy. We will come to order.

Today’s hearing focuses on the protection of human subjects of
prescription drug research. A prescription drug is, in a very real
sense, least safe the day it is approved for marketing by the Food
and Drug Administration. For it is then that the product goes
into widespread use and is subject to the varying standards and
abilities of drug prescribers, as well as the endless variety of
clinical situations.

The role of the Food and Drug Administration is to protect the
American people from potentially unsafe, ineffective products. In
order to do that, the FDA requires extensive animal and human
testing prior to marketing. The data from these tests determine
whether or not a new drug is to be marketed. If that data is
unsound, whether because of sloppy research or fraudulent research,
the American people are put at unacceptable risk.

This subcommittee exposed a very serious problem in the qualit
of animal data in hearings 2 years ago. It was shown that FD
was making decisions on the basis of worthless data—and was not
aware of the problem at the time of decision making. As a result of
those hearings, additional funds were obtained to develop a moni-
toring program to detect the magnitude of the problem and to enable
corrective action to be taken. I have serious reservations about the
adequacy of that effort.

Today we will learn of disgraceful abuses in the human drug
testing program. We will hear of unconscionable neglect of basic
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research standards of informed consent; outright fraud in the
fabrication of data submitted to the FDA; woefully inadequate
monitoring of the human drug tests by the companies sponsoring
the research.

The result is that human subjects are put to needless risk and
that worthless data is submitted to the FDA. It is truly a game of
Russian Roulette as to whether the agency or the sponsoring
company becomes aware of the problem. The stakes are high—the
health of the American people.

The most disturbing thing of all is that, as in the case with the
animal test data, the extent of the problem is unknown. There are
2,000 active clinical investigators in any given year in the United
States conducting 12,000 studies. If only 10 percent of the data is
faulty, if only 10 percent of the human subjects are at unnecessary
risk, the problem is enormous. When you consider the potential
cumulative effect of faulty animal data coupled with faulty human
data, you have the elements of a regulatory nightmare.

Drug testing is one of the important research areas where human
test subjects are essential. The protection of those people depends on
the quality and integrity of the local institutional review boards.
Several years ago, Dr. Bernard Barber, at hearings before this
subcommittee, revealed serious deficiencies in the functioning of
those boards. Now, years later, FDA’s own staff has completed in-
spections of 100 such boards in the drug testing area, and they have
found conditions equally unacceptable. In 63 percent of the cases,
informed consent was inadequate. Abuses in this area included
use of a so-called “short” consent form without a written narra-
tive; the absence of a fair explanation of procedures to be followed ;
the absence of a description of attendant discomforts and risks; the
absence of a discussion of appropriate treatment alternatives; the
inclusion of exculpatory langnage; the inclusion of misleading
language about the safety and efficacy of the drug.

In 44 percent of the cases, continuing review of the clinical in-
vestigation was inadequate.

In 19 percent of the cases, the boards’ work was done by mail.

This Nation has a biomedical and behavioral research capability
second to none. Only in recent years have we, with the help of the
National Commission for the Protection of Human Subjects of
Biomedical and Behavioral Research. begun to develop a comparable
capability to protect the subjects of that research.

Their work has been of high quality. Emotional issues have been
successfully depoliticized and the work of the Commission has been
generally praised by layperson and scientists alike.

Since its creation, the need to extend its mandate to other Federal
agencies has become clear. The abuses in programs of the Defense
Department and the CTA were striking examples. Today’s hearing
shows the continuing need for such a Commission to help HEW
improve its policies as well.

Research on human subjects is essential for the protection of the
health of the American people. The National Commission. if its
mandate is extended, will help assure that the human subjects of
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such research will be able to rely on the best system of protection
that this or any other nation can devise.

(Nore: S. 2579, as introduced in the Senate by Senator Kennedy
on February 23, 1978, was titled “to amend the Public Health Service
Act to establish the President’s Commission for the Protection of Hu-
man Subjects of Biomedical and Behavioral Research, and for other
purposes,”)

Senator Kexnevy. Our first witness this morning is Donald Ken-
nedy, Commissioner of Food and Drugs, who has testified frequently
before the committee in th past. With him Dr. Michael J. Hensley. Dr.
Hensley is a medical officer in the Clinical Investigations Branch of the
FDA, Division of Scientific Research. Dr. Hensley is a board-certified
pediatrician who has previously served as Associate Director of
Clinical Pharmacology for the Saron Pharmaceutical Co.

We welcome you here.

STATEMENT OF DONALD KENNEDY, PH. D., COMMISSIONER OF
FOOD AND DRUGS, FOOD AND DRUG ADMINISTRATION, ACCOM-
PANIED BY MICHAEL HENSLEY, M.D., DIVISION OF SCIENTIFIC
INVESTIGATIONS, BUREAU OF DRUGS; AND RICHARD M. COOPER,
CHIEF COUNSEL, FDA

Commissioner Kenxepy. Mr. Chairman, on my right is Richard
Cooper, Chief Counsel of the Food and Drug Administration.

It is a pleasure to welcome you to the Department of Health,
Education, and Welfare.

Let me kind of skip over some points in my submitted statement,
which we will ask to be made a part of the record. I am going to
do this very informally. .

What we are talking about today, Senator Kennedy, is a relatively
new program. As you and your colleagues know, the investigation
of drugs was essentially unregulated before 1962. It was one of the
features of the amendments of that year that put the clinical in-
vestigation process under review. Between that time and 1967,
when the entire bio-research monitoring program came into existence,
partly as a result of the work of you and your subcommittee, FDA’s
efforts to monitor clinical investigations, T think, can only be described
as less than a full program.

We did do about a hundred fairly intensive investigations during
that period and, as a consequence of the results that they yielded,
in addition to a special survey done between the years 1972 and 1974
on clinical research, we decided to install a full compliance pro-
gram during the present fiscal year. It is, in a sense, a halfway report
on that compliance program that you will be hearing about this
morning.

I think it is important to understand the nature of our assessment
of clinical research. What we developed and issued to FDA field
offices is——

Senator Kexyepy. T think before we oet to that, Mr. Commis-
sioner, could you give us some assessment about the resources now? I
mean do you have the sufficient resources to do the job so we can
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put into some perspective at least what you are going to tell us

about the nature of the general conclusions of the research, the re-
view itself?

Commissioner Kexnepy. T think T cannot give it to you in precise
terms of positions and dollars, Mr. Chairman. We would be happy
to provide that for the record. I can give you an indication, and
that is what T am proceeding to do now, of the number of investi-

gators, the number of sponsors, the number of institutional review
boards that are involved.

Senator Kennepy, All right.

Commissioner Kexnepy. I was going to explain first that our
programs are of two basie types: “surveillance” inspections in which
we are trying to measure procedural compliance with the applicable
regulations; and “directed” inspections in which we do data
audits of studies submitted in connection with investigational new
drugs or new drug applications. Included are “for cause” inspec-
tions which are conducted where we suspect that a problem situation
exists,

Surveillance inspections essentially are designed to be preventive.
Directed inspections are inspections designed to be remedial in
nature and, as a consequence, they are much more thorough.

I think it is important to distinguish between two kinds of things
that we do. In one of them we are attempting to survey the adequacy
of testing of new drugs that the public may be exposed to.

Another type that I will talk about in just a moment has its
major purpose trying to insure that the guarantees we think are
important to make to human subjects are actually met. The main

purpose of that inspectional program is the protection of the sub-
jects of the research themselves.

The first type includes the investiga
one of which we refer to as the

audit program headquarters provides to the field districts copies of

tor and sponsor programs,
data andit program. In the data

protocols under which individual clinieal investigators conduct their
studies, or copies of case reports submitted by these clinical investi-
gators to the drug sponsor. Our investigator then visits the clinical
investigator to obtain information on the conduct of the study and
performs an onsite audit of the clinician’s data to check its reliabil-
ity. In this case we do not select clinical investigators at random to
receive these visits. Instead. they are chosen because we have deter-
mined that their work was important in the consideration of drugs
for IND’s or NDA’s, So we are looking at investigators who have been
involved in the developmental work on important drugs that are
going to receive fairly wide exposure.

Under this program, as of January 31, 1978, 77 assignments had
been issued to the field, with 34 inspections completed. Of these, 28
have been reviewed by headquarters and 6 are now under review. We
have issued 25 informational letters to clinical investigators where
no major problems were found. Three inspections, 10 percent of the
very small total, have resulted in intensive “for cause” investigations,
Of these “for cause” investigations, one has resulted in the proposal
to disqualify the clinical investigator. It is true that this program
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may be a promising source of “for cause” inspections in the future.

The sponsor program is essentially a random one and its purpose
is to ascertain the adequacy of research monitoring by the sponsor.
Our investigators are supplied the names of particular drugs that
are under clinical study or in submitted new drug applications. The
field investigator then visits the sponsor, generally a drug company,
and reviews the sponsor’s monitoring procedures, As part of the
inspection, the FDA investigator selects two clinical investigators
who have studied the drug in question, and conducts further inspec-
tions to determine just how well they were being monitored by the
sponsoring drug firm. 138 assignments had been issued to the field
as of January 31, 1978, and 37 inspections were completed so far, but
they have not been received and analyzed yet by the Bureaus.

At the end of the fiseal year, Mr. Chairman, we will have a com-
plete set of reports from all those investigations that T have just
mentioned. As I will say more about this in a moment, we hope
to use that in designing our strategy for the fiscal year afterwards.

I want to say something briefly about our pilot compliance pro-
gram for institutional review boards, which you alluded to in your
own introductory statement. This is a slightly older program, and
hence it has sampled the universe much more completely.

As you know, an IRB is established for each institution in which
clinical investigations are condueted, and it is composed of members
of various professions in the community, laypersons as well as
persons versed in the scientific subject matter of the investigation.

The IRB is charged with reviewing the ethies and risk/benefit
decisions made on clinical studies involving subjects at that institu-
tion. Regulations promulgated in 1971 require that clinical investi-
gations of new drugs on institutionalized human subjects be initially
approved and subjected to continuing review by the IRB.

In each inspection assigned we use a particular drug study as a
reference, and under the program FDA field investigators inter-
view the chairperson of the TRB or other responsible individuals at
the institution, as well as other staff.

That report of the investigator and records are forwarded to
headquarters for evaluation. The results are communicated back to
the chairperson of the TRB or administrator of the institution
through either of two types of letters—information letters offering
suggestions for improvement, or remedial letters requesting positive
assurance that specific serious deficiencies noted during the inspec-
tion will be corrected.

About 25 percent of the letters issued to IRB’s to date have been in
this latter category.

I think yon have seen, Mr. Chairman, and if it has not been made
available to your committee, we will promptly submit it for the
record, the analysis of this inspectional program. Although our
legal authority to move directly against an IRB is limited, we do
have the authority to refuse to permit or to continue to permit
clinical studies involving subjects in a particular institution and to
refuse to accept completed studies if the studies are not properly
reviewed, approved, and supervised by the institutional review

board.
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We intend to propose regulations that will provide for an addi-
tional sanction, the disqualification of an IRB.

As of January 31, 1978, the milestone we are using in all these
statistics, we have issued assignments to the field for 329 IRB
inspections. One hundred and ninety-eight inspections have been com-
pleted, and 142 have been reviewed and analyzed. We found that
approximately 25 percent failed to comply in the way described
above. Although, as you pointed out, there were more minor deficien-
cies in a larger percentage than that.

Senator Scuwerker. What were the reasons for the majority of the
failures, Commissioner ?

Commissioner KexNepy. You can analyze it in a number of dif-
ferent ways. The document that T have in mind is one that I believe
was submitted to the committee. There were a number of failures
to provide a consent form with the adequate written narrative at-
tached to it. I think that of the total number of institutions. we have
it broken down into institutions that have general assurances and
those without. Of the total population, 38 percent were defective
in that regard.

I think that probably is the largest single violation in terms of
proportion of the total. But there were numerous other deficiencies.

For example, some institutional review committees conducted their
review of studies by mail instead of by having an adequate number of
meetings per year.

In other cases, there was a failure to adequately define a quorum
and to make sure that the majority of members was present at
all of the meetings of the committee,

There were defects in the consent form of various kinds. Lacking
disclosure of alternative procedures is a common defect of consent
forms.

If a procedure is represented to have a potential benefit for the
subject, you must tell that subject of alternative ways, other than
by participating in that experiment, in which that benefit might be
produced. Misleading language of a variety of sorts on safety and
efficacy of the drug—all of these defects have been found, and all of
them in percentages that were a little disturbing, but I think it
must be remembered, in fairness to many of those institutions and
their review boards, that this is a new process for them. As we
inspect and issue letters, we presume that compliance will improve as
they learn how to meet their responsibilities.

Senator Kenvevy. I think obviously the point is that these insti-
tutional review boards are the primary source for the protection of
human beings. That is the very key aspect of this whole kind of
process, They are the interface between the researcher and human
beings. The initial conclusions of your draft is that you found that in
63 percent of the cases informed consent was inadequate. That has to
be a factor which is of very, very deep concern. T am sure it is to you.
It has to be to us. T think it is an important factor in terms of the com-
pelling interest we have for continuity in assuring adequate protection
with the panel for protection of human subiects and also for initiatives
that have been placed forward in the various agencies themselves,
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What we find is, in spite of the enormous aspects of publicity for
adequate protection of individuals and the stress that has been
placed on it in recent times, and the efforts that have been made,
there still are glaring gaps in this area and we have to recognize
that. You point out that this is an initial process for many of these
institutions to deal with, but it is one of great urgency and im-
portance and great significance to this committee, as I know you
know, and I know that you are very much aware of it.

So there are some extremely important additional factors about
the nature of the research. It seems to me we have got two different
issues. One is about the nature of research and scientific viability,
and the second thing is the adequacy of the informed consent. Both of
these matters are interrelated in the course of our hearings this
morning.

As we get into those glaring and obvious deficiencies in the
scientific information, we cannot avoid recognizing the very, very
significant importance of this issue. I know you believe that. We
believe that. T just wanted to underline it.

Commissioner Kex~epy. Mr. Chairman, I was going to describe
very briefly some of the problems that we have encountered in our
“for cause” inspections of clinical investigators.

As you know, these were usually carried out when there was
reason to believe that work of a clinical investigator was faulty or
unreliable. These get triggered in a variety of ways. I believe we
have submitted for the committee, and if we have not, we will
promptly do so, a very brief tabular summary of the ways in which
the “for cause” investigations that are under discussion here—there
are 26 of them—were triggered by the compliance programs and by
other means during this year.

Our drug reviewer sometimes encounters, in a new application, data
that appear to have been generated in a way other than orthodox.
Ocecasionally we get complaints from drue sponsors that elinical inves-
tigators—that they have asked to do work for them—are turning in
shoddy work, and we pursue those. We have got seven of those. It was
the second most predominant source of triggering events for “for
canse” inspections.

Consumer complaints, IRB investigations, data audits done under
the compliance program that T have just described, review of the
literature, all of these will sometimes generate a feeling on the
part of Dr. Hensley and his colleagues that there is a problem and
will trigger “for cause” inspections. We have not completed our
evaluations of all these today. T emphasize to you, as we have to the
subcommittee staff, these are investieations in progress, of which
we have, as it were, a snapshot in midflight.

As you will learn from me in general terms and from Dr. Hensley
in more specific terms, there are alarming problems. They fall into
the following categories:

Case reports on fictitious subjects, and on subjects who were never
administered the investigational drug they were supposed to have
received.

Senator Kenxeny. You mean the subjects of the tests were non-
existent ?
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Commissioner Kexneny. Yes, Senator.

Senator Kenxepy. You have got a series of these. Let us go
through them.

Commissioner Kexxepy. Just to pick them off briefly.

Case reports containing the results of clinical laboratory work
which was not actually performed. The purpose of such laboratory
work is to assess the safety of the drug in human subjects—for ex-
ample, if a drug is toxic to the liver, and tests of liver function are
not performed, then the drug might not be withdrawn in time to
prevent permanent liver damage or death.

False representation of institutional review board approval of a
study. A layer of subject protection is removed if uninformative
consent forms were used, or if a study of the type done should not
have been done in the institution in question.

Misrepresentation of patient diagnosis and demographic data.
If a patient does not have the disease to be treated with the in-
vestigational drug, then any report of efficacy of that drug is ob-
viously spurious.

Consent of the clinical subject not obtained. Consent means in-
formed consent. Lacking necessary information, the subject might
enter a study which he would not have entered if he had been in-
formed of the dangers as well as the possible benefits,

Drug doses given far exceed protocol limitations, This could be
dangerous since protocols often specify doses at the upper limit of
what has been judged to be safe.

Drugs given to inappropriate subiects. This could be dangerous
if drugs aimed at the generally healthy adult population are given
to children or the aged where their metabolism might be different.
Of particular importance is the administration of drugs to pregnant
women where fetal abnormalities might be caused.

Serial use of investigational drugs to the exclusion of accepted
therapy. This makes the subject nothing but a guinea pig, and his
best. interest might not be served.

Administration to subjects of two or more investigational drugs
at the same time and the administration of other significant and
perhaps interfering drugs with the investigational drug. The point
here is that whenever the information obtained from an experiment
is valueless, the subject has been placed at risk for no good purpose.
Experiments in which some rudimentary code of good sense and ad-
herence to protocol is not followed wastes the experiment and, hence,
puts the subject to unnecessary risk.

Inadequate medical attention to the test population, either be-
cause of excessive delegation of authority, lack of followup, et cotera.

Finally, representation of investigational drugs as marketed prod-
ucts and/or the sale of such drugs, This is the case we have seen a few
times in which an investigational drug is really being administered to
patients as a marketed drug. but the investigational status of the
drug has conferred on preseribing physician a kind of exclusive
franchise that allows the physician to exploit his status as investi-
gator by purveying a product not available to all physicians,

Senator Kexveny. What you are talking about is a laundry list
of really outstanding abuses of perversions of science, are you not{
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You have got tests allegedly being done on subjects that were non
existent. You have got falsification of various records, misrepre-
sentation of various boards, the inadequate informed consent.

These are all on human beings.

This committee saw this kind of situation concerning the testing of
animals. As a result of the testing on animals, we tried to insist with
FDA and FDA leadership support for the review on human subjects.
Because we saw that many of the laboratories, individuals that were
working in these areas also were working on human beings, and
although we could not make a determination that they were going
to be similar patterns and practice in the areas of human beings, I
think you find here in terms of that observation you make that this
is also happening in the areas of human beings. What we do not
know and what we are going to get into with Dr. Hensley in greater
detail and greater specificity is the extent to which it is taking place.
How do you react to that as a scientist and as the head of FDA, and
what kind of conclusions can we draw about the nature of this kind
of a problem as it applies to testing?

Commissioner Kex~eny. I think T would want to try to reach
conclusions in two different areas, Senator.

As you know, from the numbers T have just given you, we have
been able to mount in this first fiscal year program, which is not com-
plete yet, a set- of sampling procedures that we think are going to
define a universal problem for us. What you have just heard are
the categories of defect, and they are very serious defects, that we
have found in some of the 26 “for cause” inspections which represent
what we believe to be the worst of the universe and not the
average.

The real question is how much sampling do we need, first of all, to
know how best to invest our energies to stop this sort of thing and,
second, to bring this very large universe of clinical investigation,
12,000 people, into better compliance with procedures that both as
scientists and humanitarians we believe ought to be followed.

The sample right now is large enough to be disturbing, but not
large enough to tell us, as I think it will at the end of this year,
exactly what kind of compliance program we ought to have to
adequately sketch the size of the problem and suggest to us ways of
attacking it. .

Certainly, to respond to your main question though, Senator,
each of the kinds of defects that T have just mentioned represents
not only a problem with regard to protection of patient rights, but
most of them also represent the most egregious kind of scientific
errors.

Senator Kexxyepy. Although you cannot draw a conclusion about
the extent of the particular problem, based upon this kind of review,
the conclusion I think we can draw is that with careful review, as we
are going to hear from one investigator, working over a period of 6
months, find very, very serious perversion of scientific information.
Although on the one hand, we cannot—I would not think it is fair to
project that this is either happening across the landscape, I also do not
think that we ean say that we know as a matter of fact that it is not
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happening. We do not want to unduly alarm the American people.
But it would seem to me that if this sends signals te the agency and to
the Congress, we cannot rest until we know that it is not happening.

I think that we ought to put this in some kind of perspective, It
seems to me this is a most serious kind of situation in terms of
science and science research to find that when you dig deep, you find
some extraordinarily serious abuses.

I think it would be as inaccurate to state that we do not know that
it does not exist in other areas, as it is to make a generalization that
it does in other areas. But the things that we can conclude are
that although that has not been the purpose of our particular review,
we started off with other purposes from the legislative investigation,
what we have found is when we scratched the surface, we found sim-
ilar kinds of treatment by some companies or some laboratories in drug
testing. And when we scratched around in the area of human testing,
which is obviously the most significant and important, we find similar
types of disturbing situations. This is why T think it is of such im-
portance in terms of protecting individuals not only in the consent
aspect but also in terms of knowing the veracity of the scientific in-
formation which is submitted to the companies and submitted to FDA
to being accurate,

Commissioner Kexnepy. I certainly agree, Senator, that our
present information does not allow us to be reassuring any more than
it persuades me that we ought to condemn the whole enterprise,

I might just add that one of the things we see emerging here is
some suggesting that there may be patterns to the violations that we
encountered in the “for cause” inspections, and by looking over
earlier disqualifications of investigators, it may help us do a better
job. That is something we will keep on analyzing and of which we
will keep the subcommittee informed.

It does appear that certain types of drugs and certain types of
investigators tend to be involved in these serious problems more
frequently than others, although it is perhaps a little preliminary to
say too much about this. A couple of drug classes, psychotrophic
drugs and analgesics, appear to be involved with much higher fre-
quency than other drug categories. As we look at the pattern of
affiliation of clinical investigators, we see by far the majority of
those involved in serions problems are independent practitioners that
are not affiliated with group practice or with institutions. So to
the extent that these trends hold up, we may find ourselves at the
end of the fiscal year with an intelligent framework at least for
beginning to dissect the problem and deciding where we ought to
concentrate most of our resources and attention in the “for cause”
area.

Senator Kexneoy. I would add one more, Mr. Commissioner, you
have to call in question the monitoring of some of the major drug
companies reviewing the scientific information. Tt is not going to be
just limited to certain types of drugs. T think what you will see in the
course of the development of this hearing is that the monitoring
process and procedures by some of the companies, even though on
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paper, they are very elaborate, very detailed, very extensive and
exhaustive, that in the practical application they just have not
worked or picked up some of these serious situations which you have
outlined.

If that is true with the one or two case studies that we are going
to review this morning, how are we sure that they are catching these
particular problems as they apply to other case studies as well?

That is obviously something that we have to be concerned with.

Commissioner Kexnepy. Yes; I agree, Senator. Actually the last
thing that I was going to touch on in my prepared statement was
that we are about to finalize regulations published last September
on the obligations of sponsors and monitors. We certainly will also
be watching for those kinds of correlations, too.

As you know, our sponsor sample is much smaller than our in-
vestigator sample, and so the kinds of trends that one might pro-
pose in that universe are not as apparent to us yet as those for the
investigators. :

Senator Scawerker. Dr. Kennedy, I think it’s important for us
to try to get some feeling for the magnitude of the problem, in line
with what Senator Kennedy was just talking to you about. You say in
your statement—I guess I interrupted your testimony there because
we began to question you—*I do not want it to leave this subcom-
mittee with the impression the whole world of clinical research is
bad.”

Could you give us a rough estimate of what proportion of the
research we are talking about has the sort of problems you've out-
lined? In other words, do we have to narrow it down and look hard
at 15, 25 percent of the work? How do you see the dimensions of the
problem ¢

Commissioner Kexnepy. T wish T had a clear, simple answer to that
question, Senator. I do not. Can I briefly sketch the nature of the
difficulty I have with it#?

First of all, we are trying to do an objective sampling in part of
our program. It is very hard to avoid the temptation to lean toward
the “for cause” investigation—I think our investigators know their
drug categories and sponsors, and maybe categories of investigators
that are more likely to yield hits than others. I think there is some
tendency to concentrate on those. T would not want to believe that the
10 percent that we hit even from this very, very small sample is
not somewhat skewed from that effect as well as from the very small
size of the sample.

The most objective sampling procedure that we have is the one
that has not yet yielded very much data. So I will not be able to
say anything about that to you until the end of the year. The 10-
percent figure comes from investigations that are based on important
new drugs, and if that 10-percent figure holds up, and I reiterate
that it is a very small sample, I would be quite troubled by it. I
think it is too high, much too high.

Senator Scawerker. I have one other question along the same
line, again asking for an estimate. I realize I am forcing you to
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make an estimate that is just a guess, to serve as some sort of guide
to us in thinking about the nature and magnitude of the problem.

Do you see the majority of the problems we’ve talked about, today
as resulting from sloppy, careless work, somewhat unintentional, or
do you see most of this as deliberate, willful abuse?

Commissioner Kexyeny. Well, of the “for cause” sample that we
will be talking about most of this time, the 26, there is a great
deal of willfulness. I do not think most of that can be put down
as sloppiness,

On the other hand, I think in the case of the IRB compliance data
that we talked about, a little sloppiness and a little unfamiliarity
contributes much more to the problem than willfulness. In the uni-
verse as a whole I continue to believe personally, it is nothing but a
personal belief, that the universe is predominantly honest. But I also
think the consequence of it not having been regunlated for a very
long time, and as a consequence of it consisting of people who, by
and large, have not received much training in this area in their own
education, I think that there is apt to be a fair amount of sloppiness.

Senator Kexxepy. Dr. Hensley, we would like to ask you some
questions. We will talk about investigator No. 2.

Will you explain to us for the record why we are not given the
names of the particular investigator?

Dr. HensLey. As the Commissioner pointed out, these investiga-
tions are still just that—they are investigations. For the most part I
think these cases will result in administrative sanctions, and very
few of them may result—TI stress “may”—in criminal procedures. We
are using numerical designations for investigators, and I do not
intend to reveal location of these.

Senator Kexxepy. Fine. You can understand. we are not interested
in the individuals, but we are interested in at least what the pat-
terns are and what the practices are in terms of the type of situation
that we may be facing.

Could you tell us a little bit about the investigation done by in-
vestigator No. 2, doctor No. 2, on a drug for Bristol Laboratories to
enhance mental functions in the elderly.

As I understand it in June 1977 FDA inspectors made a routine
random inspection of this study which was conducted at a nursing
home. Can you describe for us what the nursing home looked like,
what the status of the institutional review committee was, and
perhaps what the quality of the particular test was?

Dr. HexsLey, I can comment at two points in time on the status
of the nursing home. At the time of the investigation the nursing
home was described as a locked-door facility.

Senator Kenneoy. What does a locked-door facility mean ¢

Dr. Hensrey. Well, I thought—I kind of thought you might ask
that.

Senator Kexxepy. Just in layman’s language.

Dr. Hensrey. A locked-door facility essentially is a nursing home
where the patients are judged not to be capable of protecting them-
selves in an open environment.

Senator Kexneny. The importance of this obviously if they are
not capable of feeding themselves or caring for themselves in an
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open environment reflects I imagine on their capability of granting
informed consent ?

Dr. Hexstey. That is correct. Many of these people are without
family and wards of the court.

Senator Kexxepy. Well, why don’t you continue then.

Dr. HexsLey. At the time of the investigation we have two insights
into that. The inspector that did that investigation and described
the nursing home: Smelling of urine, it was a locked-door facility
where patients wandered about aimlessly, and the patients were said
to be without soap, toilet paper, and basic necessities.

I have spoken with an official of the health department in the
city where this was done, and that official deseribed it using the
phrase “a rat infested dump.” It was a poor situation.

I visited the nursing home several months after that. The health
department had taken fairly aggressive action, and the place had
been cleaned up somewhat. It smelled about like any institution.
Patients were cared for I suppose on the par of most mental hospitals,
and I think that might be a more accurate description than nursing
home for these patients. Most of these patients, many of these
patients were alcoholics, many of them suffering from organic brain
syndrome of one type or another.

As far as being rat infested, at the time we only saw one rat. It
was rather large.

But with respect to the institutional review committee, there was
none. This inspection was keyed on a study as you say done for
Bristol. They went to look at the record for that study and found
no IRC.

The administrator of the nursing home had just recently been
removed. He was facing charges associated with embezzlement of
patient funds and a number of other things. Although he had been
removed, he was accessible, and he was asked to comment at that
point—what about TRC? He essentially said, well, I know there was
a study done here. I do not know anything about institutional review.
I do not know anything about informed consent. All T can say is we
did a study, and I do not know who was on it. That is about it.

Senator Kexnepy. As T understand it, it was represented that there
was an institutional review committee ?

Dr. Henscey. That is correct,

Senator Kennepy. And effectively there was none.

Dr. Henscey. That is correct.

Senator Kexnepy. You have talked about just the physical
characterizations of the facility and about the nature of the types
of residents that were in the facility, some that had, I gather from
what you said, some organic brain disturbances from prolonged use
of aleohol or aleoholism, the drug that was being tested was a mind-
expanding drug, enhancing drug?

Dr. Hexstey, Mainly stimulant, a general stimulant in fact for the
geriatric population as T understand it. T am not a chemist. I under-
stand it is related to amphetamines in its general class,

Senator Kexnepy. I think you mentioned about Dr. No. 2 not having
a license to practice medicine in this State. Did Dr. No. 2——

26-828 O = T8 = 2
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Dr. Hexsrey. No. The study was done in a rather unusual fashion.
Toward the end of the study, the doctor in question, who was at the
time serving a pediatric fellowship at a local hospital allegedly dis-
appeared, and in his office he left behind a number of his personal
effects. Among his personal effects was a Xerox of a medical licensure
certificate for that State. The name of the original recipient had been
whited out and investigator’s name written in in ink. The original
recipient was about two doors down the hall. He knew nothing
about it.

Senator Kennepy. Was the study completed ¢

Dr. Henstey. We do not know. I do not really believe that it was.
There were two studies actually alleged to have been done, a pre-
liminary study on patients that were reasonably in good shape
mentally, and a more diflicult study on patients who had severe
mental impairment. We know laboratory work was done. Hema-
tology work, blood chemistries, and urinalyses for a sufficiently large
number of patients, to have accomplished both studies, was per-
formed. But interviews with personnel and physicians whose patients
were used led us to believe that the second study may well not
have been completed.

Senator Kexxepy. So we have a question of an nonlicensed doctor
with an institutional review committee that does not exist in a very
questionable—described as rat-infested facility—but certainly from
your own visual observations, you characterized it—as one in which
serious questions as to the care of the patient, and a study which is
virtually nonexistent.

Is that correct?

Dr. Henstey. The second study is probably not nonexistent in part.
As to what was done with these patients, we really do not know.

Senator Kexnepy. Do you draw any tentative conclusions about
monitoring process that would permit this kind of eircumstance?

Dr. Hexsiey. Having read the protocol, and patient selection
portion of that protocol for initial study, I suspect that had the
monitor visited the facility, he would have been alarmed and he
would have questioned the conduct of this study.

I think it was obvious, it was obvious to me, it would be obvious to
anyone walking in the front door, once they got past the electronic
lock, these were not patients with minimal organic dysfunction. They
were significantly impaired patients. Conversion with the nursing
staff would have revealed that nursing staff disagreed wholeheartedly
and violently objected with the descriptions provided by the in-
vestigator as to the effect of the drug. The investigator provided a
description suggesting the drug was efficacious. The nursing staff
said “no.”

Senator Kexxepy. Was there any monitoring at all? Does the file
in fact show that the company became concerned about not getting
the data back from the investigator?

Dr. Henxstey. They did. There were two people in charge of the
monitoring as T understand it. The original monitor—I am not sure
of the circumstances—but he was replaced and did eventually leave
the company. The second person in charge of monitoring these
studies raised serious questions as to the validity of the data.
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I have with me a memo. I think his last paragraph is rather re-
vealing :

Conversations I had with Mr. Blank and Mrs. Blank confirm that this in-
vestigation did conduet a study in the nursing home. However, my impression
is that the study was poorly conducted and any data we may receive are
likely to be inconclusive,

That memo is dated August 7, 1975.

Igznator Kexyepy. Did Bristol send any of the information in to
TDA?

Dr. Hexstey. Yes, they did. A little less than a month later,
the data were submitted in summary fashion to FDA. I believe the
date on their submission was August 27, 1975. They were submitted
without comment. '

Essentially, 2 years later, following initiation of our inquiry, these
studies were submitted in a more complete fashion and comment
was made the investigator had been rather uncooperative.

Senator Kennepy. This is the company’s characterization of the
investigator’s conduct?

Dr. Hensrey., Yes.

Senator Kenneoy. How did they characterize it—uncooperative

Dr. Hexsrey. Yes. As I recall, that was their characterization.

Senator Kennepy. Did they point out any of these other problems?

Dr. Hexsrey. No.

Senator Kennepy. They did not point out any of the other points
that had been brought out about the institutional review board or
any of these other problems?

Dr. Henstey. No. As T recall, they limited their comments to
problems they had with the investigator. They made some statement
about the efficacy of the drug, in fact I believe they stated the study
did tend to show efficacy. They noted they were having to base a
number of their comments on review by their own people, particu-
larly with respect to tolerance because the investigator apparently
had not done everything he should have done.

Senator Kexnevy. What is the status of FDA regulatory action
with regard to Bristol now?

Dr. Hexsrey. Our division, Scientific Investigations, that is—Dr.
Kelsey I believe sent a letter to Bristol essentially asking how this
happened. That letter was February 16 of this year. We have not
received a reply at this point. They have 30 days to reply to that
letter.,

Senator Kenneny. Could we consider Investigator No. 1. Endo
Laboratories, Inc. What prompted you to review the test done by
Investigator No. 1 on narcotic antagonist in newborn infants?

Dr. Henstey. I am a pediatrician by training. In the course of
doing a literature review, essentially reading journals, I ran across
an article—

Senator Kennepy, Reading the journals?

Dr. Hensiey. Yes. The article struck me as being just a bit
strange, the procedures used, the conduct of the study seemed unlike
anything T had ever seen before. So T initiated an’ inquiry tryi
to find out why the study was done and who had paid for it agg
these kinds of things.
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Senator Kennepy. It was not brought to you as a result of the
committee or any other group?

Dr. Henstey. No.

Senator KexNeoy. Just your own individually selected investiga-
tion. Do you want to describe what that investigator wanted to do
and what FDA gave him original permission to do?

Dr. Hexstey. The story we eventually get was this was done under
or for Endo Laboratories, as was pointed out. A protocol was sub-
mitted to FDA through Endo, and T reviewed the protocol and com-
pared it to the publication, and comparison of the two revealed
there were a number of points medically I thought were questionable
that had not been reported to FDA and protocol. The basic problem
as I saw it with this study was one of consent. That was apparent
when one read the protocol or the paper. The study in essence
was one in which mothers were recruited into the study while
they were in the delivery room.

Senator Kex~epy, In the delivery room?

Dr. HensLeY. Yes.

Senator Kennepy. Under what circumstances in the delivery
room ?

Dr. Hexstey. In active labor, as T understand it.

Senator Kex~epy. What tentative conclusions do you draw about
trying to gain informed consent when & woman is in labor? Is this not
highly unusual ?

Dr. Henstey. I should think so. I recall having been with my
wife through her deliveries and I would imagine she would have
signed anything that was put under her nose just to get rid of it.
I do not know what the circumstances yet were.

Senator Kennepy. In any event, that is not an appropriate time for
gaining informed consent of an expectant mother?

Dr. Henstey. No. It did not seem so. The more reasonable thing
to have done would have been to enter mothers into the study well
in advance, give them time to understand it.

Senator Kexxeny. Do you want to tell us about the study?

Dr. Hensrey. Right.

These mothers were mothers who had carried their infants to
term—the pregnancy was to have been uncomplicated. The infants
were to be divided into two groups. The study was to run something
like this:

Mothers would receive a pain reliever, Demerol, Meperidine, a
standard analgesic in the delivery room. They would receive it with-
in 1 hour of delivery. That was the protocol as gotten by FDA.

It turns out that 1f mothers did not get the drug within 1 hour of
delivery, they got another dose. Another dose of Demerol that would
be sufficient to impair the respirations of the infant at least as
measured by respiratory function tests that were being done on these
infants. So the dose was initially kind of open ended ; they eventually
would settle on a dose.

Senator Kennepy. If I understand, this is a test to depress the
respiratory function of the infant through the administration of
Demerol just prior to delivery?
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Dr. Hexsrey. Right.

Senator Kexxepy. The purpose therefore for the testing is to
depress the infant’s breathing, respiratory function, at the time of
birth; is that correct?

Dr. Hexscey. That is correct.

Senator Scawrrker. How much risk is there in that?

Dr. Henstey, That is a very difficult question to answer. Demerol
is probably the most common cause of respiratory depression in the
newborn, I guess, just based on my experience, that is. There is
great individual variation between women as to how much they
tolerate and how well their babies do. T think there is significant
risk, and I guess the best way to answer that is if one of my kids
were a candidate for this study, I would not permit it to be done. I
do not think it is a good idea.

Senator Kexneny. The purpose—so we put it in some context, the
purpose for the Demerol was to depress the infant’s breathing?

Dr. Hexstey. Correct.

Senator Kexyepy. In the consent form, it had these words—equip-
ment required for treatment of depressed breathing is routinely—I
will put the whole consent form in the record—the sentence above
that says, “It is therefore extremely unlikely”—this is the consent
form that is shown to the mother who is in labor—*“extremely un-
likely that the Demerol you receive will have a significant depressing
effect on your baby’s breathing.”

But in fact that is exactly what they are trying to do.

Dr. Henscey. That is correct. T suppose the key word is “sig-
nificant.”

Senator Kexnepy. “Significant.” You have to evaluate what is
significant?

Dr. Henstey. Right. Tt seems to me that is the choice the mother
should make. But the investigator in this case chose to make that
decision for her.

Senator Kexnepy. And further it says, “Therefore, extremely un-
likely the Demerol you receive will have a significant depressing
effect on your baby’s breathing,” when actually, the purpose for the
administration of the Demerol is to depress the baby’s breathing?

Dr. Hexstey. That is correct.

Senator Kenxepy. And it continues on: “After breathing the
carbon dioxide for 5 minutes, your baby will receive an injection of
Narcane or placebo and he will be tested with carbon dioxide again.”

It does not say what a placebo is?

Dr. Hexscey. On the attachment to that, I think it describes or
mentions distilled water. Tt is sort of oblique in there. I agree that
“placebo” should have been more clearly explained. Half of these
babies were to receive the placebo.

Senator Kexxeny. Half of them. after they are told it is not going
to have a significant effect in depressing. and obviously the purpose is
to do it, half of those infants are going to get placebo, which is going
to have no effect ?

Dr. Henstey. That is correct.
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T point out also that those who received Narcane, received it 30 to
60 minutes after delivery rather than within a few minutes of
delivery.

Senator Kexnepy. What is the Apgar score——

Dr. Hensrey. It comes from the name of a prominent pediatrician
who passed away a few years ago, simply a score of how good the
baby looks: 10 points, five categories, zero, 1 or 2—there is heart
rate, color. tone, mnscle tone, reflexes: these kinds of things. The
baby gets a score of zero, 1 or 2. In our hospital, Apgar 7 or less
was an indication the baby was in significant distress and an in-
tratracheal tube should be put in the baby and artificial means of
respiration should have been used.

Senator Kennepy. What were the scores of these infants?

Dr. Henstey. Many of them were 7 and 8. There were a few that
were extremely low. T recall one that had Apgar 3. Apgar of 3, I
think, would have alarmed us a great deal. That is a baby on the
point of cardiac arrest.

Senator Kex~epy., The infants were significantly depressed when
they were born?

Dr. Hexstey. Many of them were, not all of them. T think if one
breaks it down, most of them are not. But many were.

I think—more importantly, T think the more important point is not
the 1-minute Apgar score, but 5-minute Apgar score. The score is
usually done at 1 and 5 minutes In most hospitals, and it was in this
case. By 5 minutes, most babies who do not have some basic under-
lying problem are in pretty good shape. Their Apgars are usnally 9
or 10. They are breathing well. The color is good. Fourteen of these
infants have Apgar of 8 or less. I think that is the problem.

Senator Krnxepy. Was there a midesophogeal balloon placed
in the infants?

Dr. Hexstey. Yes. In fact, in the article, there is an illustra-
tion of a baby sort of spread eagled on the examining table, some-
thing of that nature, with esophogeal balloon in place. According to
investigators, that was used to measure respiratory effort, measuring
changes in pressure.

Senator Ken~epy. You are familiar enough with the consent form
to know that was never mentioned ?

Dr. Henstey. That is correct. T asked the investigator why. He
said he did not feel it was significant.

Senator Kex~epy. What? That it was not significant?

Dr. Hexstey. Yes.

Senator Kexxepy. Where did they place the balloon?

Dr. Henstey. It wonld be in the midesophagus, above the dia-
phragm, about level with the heart, T guess.

Senator Kennepy. Is that outside?

Dr. Henstey. No. It is in the esophagus.

Senator Kex~epy. You have to open the infant’s mouth?

Dr. Hexstey. Right.

It can be done one of two ways: T think probably they would in-
sert the tube either through the nose or the mouth.

Senator Kennepy. Given 50-percent oxygen by mask?
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Dr. Hensrey. They were. Apparently for about 5 minutes on
four occasions for each of these infants. I think five of these infants
actually were entered twice in the study—these infants received
twice that

Senator Kexxeby. What is the significance of giving those kind
of doses of oxygen ?

Dr. Hexstey. Well, the Academy of Pediatrics has a clear recom-
mendation on oxygen therapy and newborn. The background on
that is that quite some time ago a condition called retrolental fibro-
plasia, a degenerative disease of the eye, was described in premature
mfants and in small infants, term infants who were small; and it
was related by many people to oxygen therapy.

The American Academy of Pediatrics recommends that one keep
the arterial concentration of oxygen at 40 to 60 millimeters of
oxygen to prevent that from happening; and the recommendation is
not just premature in small babies, but in all newborns. The in-
vestigator’s response when we asked about this was that this was
highly unlikely to happen in term babies: and that is indeed the
case. I had to research 15 or 20 minutes to find reported cases in the
literature of term babies who have gotten retrolental fibroplasia. It
does happen. It does occasionally happen, very rarely happens in
adults who get oxygen therapy.

Senator Kex~epy. The point in layman’s terms is does it impose
certain risks to an infant?

Dr. Henstey. It imposes a risk.

Senator Kex~epy. It is not an insignificant one. That is nowhere
on the consent form, either?

Dr. Henstey. That is correct,

[Information supplied for the record follows:]
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Use of naloxone to reverse narcotic respiratory
depression in the newborn infant
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NARCOTIC ANTAGONISTS are frequently adminis-
tered 10 neonates with low Apgar scores who were born 1o
mothers who have received meperidine during labor and
delivery. A low Apgar score may indicate an episode of
asphyxia in utero rather than depression due (o medi-
cations administered to the mother. In this situation, the
administration of a narcotic antagoaist, specifically aalor-
phine or levallorphan, may place the infant at nsk
because of adverse agoaistic effects of the drug'
Naloxone has been shown to be a potent narcotic antag-
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MATERIALS AND METHODS
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Table I. Mean = SE for all ventilatory determinations under basal conditions and during the CO,
challenge, before and after adminstration of placebo or naloxone
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bisth. By random ﬂ"mbﬁwﬁw

Each infant was siudied before and a.!'\:r me adminis-
tration of aaloxone or placebo, and the values obtained
before and after medication were compared. A placebo
group was included for two reasons: (1) 0 evaluate
possible changes in the degree of depression that can
occur with progr | age 10 the
ldmmmlm of lulumne and (2) to assess the effect of
the of the intr on the degree
of respiratory depression. Each undv included the deter-
mination of respiratory rate, tdal volume, minuie ventila-
ton, end tidal CO,, and the ventilatory response o
inhalation of 4% CO,. The system used 10 measure these
respiratory functions is shown in Fig. |. The infanis
breathed from a continuous siream of heated and humid-
ified gas through a nosepiece. The flow of gas was
maintained constant at 6 I/minute to avoid rebreathing.
and a mixture of S0% oxygen and 50% nitrogen was used
in order 1o pretsnl_;iﬁ depression of the central
nervous sysiem secondary to hypoxia. laspiratory and

P y flows were by attaching an infant

h h (El for Medicine, Inc.. 30
Vltpm.l Rd., \Hme Plains, N.Y.) 10 the oulﬂour 'p.m of
the system. The flow signals from the |

End udal CO, was measured with a respiratory mass
P (Statham | , Inc.) d with
known of CO,. Sampling was done conun-
uously at a flow of 20 ml/ minute through a small capillary
that was inserted into the nosepiece. With this method all
tracings obtained during regular respuation showed an
end tidal CO, plsteau. A latex balloon was positioned in
(he mid-esopbagus. 1o record transpulmonary p
hanges. which were d with a Stath

& (Stath 1

PMS
. Inc.) and a
Could transducer coupler {Gould Inc.). The recordings of
flow, tidal volume, esophageal pressure. and end tidal
CO, were dooe with a Brush 260 recorder (Gould Inc.),
[)vn.lmx.‘ lung compliance was calculated from V., and
E at the time of no flow.
Mmu:e vmnhum and respiratory raie were obtained
from the tidal volume tracings.
The ventilatory response 10 CO, was determined by
g minuie I after three minutes of
adding 4% CO, to the inspired gas mixture. The increase
in ventilation, AV ., was related 10 the change in end udal
Peo,, APaco, in vlrdl:r 1o determune the slope of the CO,
response curve {AV/APacp, mi/kg X minute x mm Hg
Paco,) Recordings used for the calculations were

were measured with a Statham PM97 du‘rﬂ:u:ul preuur:
transducer (Statham Instruments. Inc, 2230. Sutham
Bivd., Oxnard, Calif) and a Gould tramsducer coupler
(Gould Inc.. Instrument Systems Div.. 3631 Perkins Ave.,
Cleveland. Ohio). Tidal volume was obtained by electncal
integration of this flow wignal using a Gould integrator
coupler (Gould Inc.). The background flow of 6 I/ munute
was electrically zeroed and the sysiem calibrated with
known volumes of the inspired gas mixture, using a
calibrated glass syringe.

d only during regulir respiration. The 1ests were
performed at 20 10 J0 minutes of age and repeated § to 10
minutes afier the infants received either naloxone 0.01

. mg/kg (1.5 ml) intramuscularly or placebo 1.5 ml intra-
muscularly.

Dynamic lung compliance was calculated in order 10
assure that changes in CO, response were not related to
changes in lung compliance. Tw b grou

Zoss shinimied fiom 1he SiculstonLbiine sheir luty
compliance values changed more than 13% between the
two determinations. All mfants were studied under a

>




radiant warmer maintaining their skin temperature at
3650 C

The results were analyzed wsing 1 statistics for signifi-
eance difference in mean. significance limits of the
tudent-distrib . and I reg
the least squares fit power curve. Resulis are given as the
mean = standard error of the mean.

analysis by

RESULTS

The naloxone and the placebo groups were similar in
mean gestational age (396 = 0.3 vs. 399 = 0.7 weeks)
birth weight (3.200 = |30 v 3,150 = 170 gm), and
Apgar scores (6.5 = 03 va. 64 = 0.6 at | minute, and
B8 = 02 vs 88 = 03 at 5 minutes). The mean value of
lung compliance was also similar in both groups
(42 = 04 and 4.6 = 03 ml/em H,O before and after
giving naloxone and 4.2 = 0.4 and 4.7 = 0.4 mi/cm H,0
before and afier administration of placebo). The age at
which the tests were started and ended was 34 = 5 and
70 + 5 minutes, respeciively. in the naloxone group and
I7 = Jand 58 = 5 minutes in the placebo group

The mean values of the ventilatory determinations for
both groups, before and after medication, are given in
Table L Before medication was given, there were no
significant differences between the two groups in V, and
Paco, while breathing 50% oxygen or 0% O, plus 4%
€O,

After sdminisiration of naloxone the basal veatilation
and the ventilstion on exposure 10 4% CO, increased
significantly. This increase in ventilation was accompa-
mied by a significant decrease in end tidal CO, during the
€O, challenge test

Noae of the previous values changed significantly after
the administration of placebo. The largest difference
between the two groups was the increase in the slope of
the CO, response curve from 164 to 31.4 ml/minute
% kg x mm Hg Pacq, with the administration of nalox-
one, whereas oo change was seen if placebo was given

In Fig. 2 the CO, response before administration of
aaloxone is plotted sgainst the percent change of this
respoase after nalovone was given. The significant corre-
lation of this curve indicates that the more depresed the
infants were at binth, the larger was the change of their

D, resp after the ad of nal This
curve alio demonstrates no deprewant agonistic effect of
naloxone; the three infants who had a CO, response in
excess of 30 mi/minute % kg x mm Hg Pace, before
medication either increased their response or had no
significant change.

No significant changes in any of the test results
occurred afier adminsitration of placebo, thus indicatng
that the time elapsed between the two determinations and

the stimulus of the intramuscular mjection did not
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concentraton i cewborn wiint.

y =00 x-'¥
r=-08892
P <oom

AFTER MALOXONE

%
:
¢
g
w
z
Y
-l
g

0 20 30 £ %N &
COy RESPOMSE BEFORE MALOYONMNE

(mi/min « kg x mm Hg CO4

Fig L Relation between the sope of the CO, response curwe
before saloxone and percent increase in this slope after medica-
uoa.

influence the results. The CO, response curve after
placebo was shifted 1o the left (Fig. J). reflecting the

" normal decrease in Pagq observed in the newbomn infant

durihg the first hours of life* ' In the nalosone group
there was a significant change in basal venuilation and in
the response to CO, after medication. As depicted in Fig
4, the CO, response curve showed a similar shift 1o the left
s after placebo, but the most striking change was a
doubling of s dope from (64 before 1w 314 mi/
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Fig. 1. Mexn CO, response curves before and sfter administra-
tion of placebo.

kg x minute X mm Hg Papg, afler medication. This
finding ind: that after nal the
sensitivity to CO, increased twofold.

The dynamic lung compliance was the same in both
groups before and after medication and, therefore, did not
influence the results,

p y center

DISCUSSION

Assuming that the effect of naloxone is a complete
reversal of the respiratory center depression produced by
meperidine, it can be expected that severely depressed
infants will change their CO, response more than those
sightly depressed. This, in fact, occurred in the wfans
studied.

No data are preseatly available in the Lterature
regarding the CO, respoase of normal. undepressed
oconates during the first hours of life. Rigato and
associates* and Avery and associates’ reported a CO,
response of 34 and 40 ml/kg ¥ minute X mm Hg Pacq,
respectively, in normal newborn infants during the firt
days of life. When our results are compared with these
values, it would appear thar naloxone does reverse the
ventilatory response o CO, in the depressed infant
toward the normal range.

Naloxone in a dose of 0.01 mg/kg will reverse respira-
tory depression in the newborn infant whose mother has

The Jowrnal of Pedicirics
June 1977

mi/min % kg

600 -

55
Pa co;
mmHg

Fig. 4 Mean CO, response curves before and alter administrs-
won of salotone.

received a moderately high dose of mependine dunng
labor. This effect is more marked in more depressed
infants, No determinations were done after the first hour
of life and, therefore, the Juration of the naloxone effect
on the CO, response remains 1o be defined.
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s wiich do not apply to you or your baby have been erossed o

is being conducted to determine the effectiveness and appropriate
dose of the medication "Narcan" given to a newborn infant in cases of depressed
breathing caused by narcotic drugs given to mothers during labor.

You will receive ouly a regional block for pain relief during labor and
delivery.

You will receive the synthetic narcotic drug Demerol during labor to raduce
pain. The last dose will be givan to you wi n one hour of delivery. This
sedication is Erequently used alons with others during labor for such pain ~
relief, wvever, you will receive only Demerol since the other medications
ray effect the study. We feel that this medication alone will be sufficient
to relieve any pain you experience during labor. You will receive a regional
block for anesthesia for dalivery. Mo general apesthesia producing an
unconscious state will be administered,

I
There is a possibility that giving Demerol within one hour of delivery oay
cause depressad breathing in your infant, This is more likely to occur when
a pregnancy, labor and/or delivery is complicated. However, you and your
infant have been chosen because your pregnancy has baen normal, and it is
anticipated that your labor and delivery will also be completely normal. It
is, therefore, extrerely Ln‘ih;.y that the Demerol you receive will have a
significant depressing ef on your baby's breathing. Equipment required
for treatment of deprassed breathing is routinely present in each delivery
room. An znesthes o!or st and pediatrician will be present if treatment
is neecessary. 1f treatment is required the investigation will be stopped.

Your infant will receive all the routine infant care that any other

receives. Your baby will be taken to the nursery within one half

delivery, vhere his rate and depth of breathing will be continuous

and recorded. He will be given carbon dioxide to breathe which 3

breathe faster and deeper than mormal. This is a nmormal response and will nof
hurt your baby. This will be rscorded. After breathing the carbon i

for five minutes your baby will receive an nfection of "Narcan" (c placebo)

and he will be tested with the carbon dio gain. Rarcan" is
reco=nended for general use in now babies bacause not enough

yet been collected to prove ety 55 or appropriate

of the study is to determine 2 ness and af

licited data available s} T 1

braathing and heart

In add

narcotica

After the
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Senator Scawerker. I'd like to go back to the use of placebo for
a moment. Of course, I am disturbed by the study’s claim to have
gotten informed consent under labor. I have five children, and I
have been present in the delivery room for a few of the births. I
cannot imagine a worse situation in which to obtain fully informed
consent. I certainly would call it anything but informed consent
when a woman is in active labor. And in this instance, the consent
form doesn’t even seem to have been complete.

One other aspect that disturbs me, though, is the use of a placebo.
Does not a study like this have to have an FDA-approved protocol
before it begins? What I am leading up to is, should FDA be ap-
proving a study protocol that says that newborn infants will
depressed and then be given only a placebo? That would bother me
if I were the father of one of the babies that wasn’t going to get
anything to counteract the depression.

Dr. Hensrey. I think members of Senator Kennedy’s staff have
asked me that on a couple of occasions. My response has been,
first of all, I think if you took 12 pediatricians and put them in the
room, probably half of them would say it is a horrible thing to do,
and probably the other half would say, I really do not know.

My own personal response is I do not think it is a very nice thing
to do at all.

I should add that the protocol was submitted to FDA in February—
well, the sponsor, January 29, 1975, and arrived at FDA February
3. The study was actually commenced by the sponsor about 6 months
before; it began in June 1974. Standard practice, of course, sponsor’s
obligation is to submit these things in advance.

Senator Scawerker. I am troubled by this. I cannot imagine that
people would give informed consent for their own children to be
research subjects if they knew the facts surrounding this experiment.

It seems to me that perhaps the only way the mvestigator could
get consent would be under the stressful conditions of labor.

Commissioner Kenneny. Senator, could I amplify this response?

Senator Kennepy, Before that, you mean the experiment started
before the protocol was issued ?

Dr. Henscey. Correct. About 6 months before. I should add, the
protocol itself was different from the study as conducted, the
business about oxygen, and the subject of the balloon was not in
the protocol.

Senator Kexnepy. That does not make any sense.

Dr. Hexstey, They were not. The investigator considered some
things significant and some things not significant. He put things in
t-{;e protocol he thought were important and omitted certain other
things.

Senator Scnwerker. How long did the study go on after the
protocol was approved ¢

Dr. Henstey. It was several months; I do not know the exact
duration. I think it terminated in June. So the difference between
February and June.

Senator Kexxeny. What about it, Mr. Commissioner? We are go-
ing to run through similar kinds of case studies as we are here.
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Do you think it is important, even though there are individuals,
these are the 10 percent of these cases; we see this one was basically
selected at random by obviously skillful, knowledgeable, committed
investigators; if this type of situation exists, how do you react to
it?

Commissioner Kexxeoy. T find this distressing in a number of
ways, Senator.

What T was going to add to Mike Hensley's resnonse to Senator
Schweiker’s question is the FDA-approved protocol did not contain
some of the very important features that have been brought out here,
including placement of esophnageal balloon and including oxygen
content of the breathing mixture.

Senator Kenxepy. You cannot say that is slipshod or——

Senator Scawemer. FDA did approve using placebo; certainly
that was in the protocol.

Commissioner Kexxeoy. It did.

The question was, Senator—I am not going to tell you I think
FDA should have approved even the protocol it got. I think we
should have made that call the other way. But I want to make it
clear that that protocol did not have a number of the features that
were in the published report. It was a very a much less in labor un-
acceptable protocol. Because many women are given Demerol, there
is a need in normal practice for a drug to reverse the respiratory
depression and from the protocol that we received, it did not, I think,
even look as though the receipt of the reversing agent was going to
be as delayed as it was. So the call was a lot closer in the study
actually conducted.

Dr. Hexsrey. One of the most objectionable things about the pro-
tocol to me is, or about the study, is that the mothers were given a
second dose of Demerol to insure that the babies had some respiratory
depression. That also was not in the protocol submitted to us.

Senator Kexnepy. This is not sloppy bookkeeping. This, I would
think, is a clear departure from what the review was intended to be.
What conclusion do you draw?

If these things are as Dr. Hensley has pointed out, what con-
clusions do you draw, Mr. Commissioner, on this kind of situation?

Commissioner Ken~epy. I think we have to do a better job.

I would conclude several things:

First: We are probably going to conclude at the end of a year’s
analysis, this year’s analysis of these compliance programs, we are
very likely to conclude we will need more effort in this area.

Second : I suspect we are going to conclude that the ways in which
we attack the problem routinely are not going to be adequate. That
is, we need kind of alert monitoring by highly qualified people who
are reading open literature that this case demonstrates. I agree with
yon it is a good piece of investigation and the question is how much
would more literature turn up; and the answer to that question is:
obviously we do not know.

I think it is fair to say that for regular readers of the clinical
literature, this case is very unusual. One seldom encounters a paper
in a distinguished journal of clinical investigation that makes one
stop and say, holy smoke, how did anybody let this study go through?
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Yet, the disturbing fact is that not only did the Journal apparently
publish it without question, but nobody wrote to the Journal after-
wards and say, hell, what’s going on here?

Dr. Henscey, If they did, the comments were not published.

Senator Kennepy. Let’s go to investigator No. 9.

Why did FDA become involved in monitoring the Endo study of
new drugs to treat Parkinson’s disease in 19761%

Dr. Henstey. The involvement really came about because of a
complaint from another pharmaceutical company. The story basically
is this: The other pharmaceutical company contracted with the same
investigator for another study on a drug for Parkinson’s disease.
They received their data from the investigator and found problems
with it. Specifically, they found dates on the laboratory work, and
obviously, these had been altered, a very sloppy job. The dates had
been crossed out and new ones written in.

The investigator, or whoever altered those dates, neglected to re-
move identical dates which were present on reverse side of those
laboratory slips. This was a 30-patient study that was done. They
were aware that Endo had done a study on Parkinson’s patients.
Representatives of the drug company who gave us the tip went and
visited with the people at Endo and compared their data to Endo
data. Lo and behold, the Endo study was also a 30-patient study in
Parkinson’s patients. The patient’s names were identical. The se-
quence was the same. In both cases, patient No. 11 had dropped out
of the study. The difference between the Endo study and this study
was that the submission that was done or shown to us by the drug
company that complained had in it considerably more laboratory
data than the Endo submission—I am sorry—than the Endo material
that we subsequently did obtain.

Specifically, the submission that we were shown by the complain-
ing drug company had five to seven sets of serum chemistry determi-
nations and CB(C’s bearing dates in 1974, 1975, dates that corre-
sponded identically to or very similar to dates of alleged clinie visits
on the Endo study.

At any rate, based upon the original complaint, we sent investi-
gators to Endo and obtained Endo data, compared the data, and
subsequently initiated an inspection. This was a little bit unusual
since “for cause” inspections were usually done in IND studies.

Senator Ken~eny. As I understand, the investigator had done an
investigation for Endo, and then had used that material in sub-
mitting a drug for another laboratory

Dr. Hexsvey. That is the story as T initially saw it.

Senator Kexnepy. You could not label that by any other name
but fraud?

Dr. Henstey. It seems a reasonable statement.

Senator Kennepy. And then there was the actual review of the
studies that was done by this investigator for Endo; is that correct?

Dr. Hexsrey. Yes.

Senator Kenxneoy. What did you find there, deficiencies in the
Endo study ¢

Dr. Hexstey. Yes, there were,
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We conducted an inspection. What we routinely do is to select at
random the number of patient charts that we want to review. In this
case, we chose 10. We went to the hospital where the st.udﬁ was
allegedly done and asked for those charts. We were only able to
obtain six. They did have patient names, identification numbers,
identical to the missing four, but just could not locate the charts.

In summary, what we got for the study was——

Senator KennEpy. Six cases you were unable to get the patient
charts?

Dr. Hensiey. Four. We reviewed six charts, and that gave us
enough information to proceed. What we found was the investigator
appeared to have filled out the case report using names and demo-
graphic information of real patients. However, first, the duration of
the disease had been significantly lengthened in three of the patients,

Second, dates the investigational drugs were given were dramatically
different from reality in three of the six.

Third, Symmetrel, one of the investigational drugs, was given in
only two of the six patients.

Fourth, in only one case does it appear the case report reflects
accurately the patient chart. If you want, I could go through those
case by case.

Senator Kexnepy. We will put them in the record. If you have
that review before you, like in the case of patient No. 18, the six
patients that are reported—it says: “Dates reported on study: Jan-
uary 27, 1976, to June 23, 1976.” And then patient did not even receive
the Endo drug; am 1 correct in that?

Dr. Hexstey. That is correct. There is nothing in the patient
chart that suggests the patient ever received the drug.

Senator Kexnepy. That is true about patient 19 as well, repre-
sented he received the drug from January 27, 1976, to June 1, 1976,
and he did not receive the drug either?

Dr. Hexsrey. He did not receive one of the investigational drugs;
that is correct.

Senator Kennepy. Did Endo ever alert FDA to any problems with
these studies?

Dr. Hexstey. No.

We inspected Endo, as T said. Actually, we sent investigators out
to acquire records for the study. They felt, as T understand it, that
their study was a good study, no matter what the other people
had on file. T believe that is still their position.

Senator Kexnepy. Would you indicate whether you believe they
withheld any information?

Dr. Hensrey. I think a better response than yes or no might be
to say, or point out, what I said before; specifically, we did in an old
submission find large quantities of laboratory data that bore dates of
clinic visits, dates that were similar to or identical to clinic visits
listed on Endo case reports.

This laboratory data was not included in the Endo response to
our request. I think it speaks for itself.

Senator Kexnepy. This is the same investigator, and he did some
work for the Hoffman-La Roche Co.; is that correct {
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Dr. Hexstey. That is correct.

Senator Kexxepy. In 1975, on 30 patients, using a test drug for
insomnia ?

Dr, Henstey. That is correct,

Senator Kennepy. Now, did you become involved in the inspecting
of the records for this case?

Dr. Henstey. Well, as T said, we inspected the Endo study and
during the course of that investigation, we learned from the investi-
gator that had conducted a study for Hoffman-La Roche.

Senator Kennepy. Has he conducted studies for other companies,
too?

Dr. Hexstey, Yes. For at least one other company.

Senator Kennepy. Just one other?

Dr. Hexscey. As I recall; yes,

Senator Kexnepy. Up to that time of the FDA inspection, had
Hoffman-La Roche indicated there were serious problems with the
quality of the data?

Dr. Hensrey. No, they had not. In fact, T believe the data had
been submitted into IND without comment, essentially.

Senator Kennepy. What conclusion did you draw from examining
the data?

Dr. Henstey. T think it is a fair statement—I better back up—I
should explain that this investigator actually did a three-part study.
They were regarded in the La Roche correspondence as three separate
studies. It is my impression that the first and second study—I am
sorry—first and third studies—were probably not done at all, though
I do not know. We found no evidence to suggest that they were.

The middle study, the second study, we had found some indication
that some of these patients did receive investigational drugs. How-
ever, there were a great many discrepancies between the case reports
and patient charts and we found a good many patients, in fact, a
majority, who were listed by this investigator who, in fact, did not
receive investigational drugs. I would say that probably we have
reason to believe that two of the three studies had not been done and
the second one was poorly done. That is purely a subjective judgment
based on what I have got now.

Senator Kenxepy. What do the examination of the case reports
with the patient charts reveal? You have done that review?

Dr. Henstey. Yes, I did. What we did was to pick five patients at
random from each of these three studies and try to obtain patient
records.

Senator Kenxepy. It is five patients from each of the three studies?

Dr. Hexstey. Yes. That is what we intended to do.

Senator Kennepy. At random ?

Dr. Hexstey. Right. In fact, when our investigator went back to
this hospital, the hospital could find no evidence that two of these
patients existed—there were no patients listed in the file with
names or LD. numbers similar to these patients. Two of the
patients, they could not find the records for. However, for 11
patients we were able to do a fairly extensive chart review.

Of those eleven, we only found one who really appeared to have
gotten the drug. A second one may have.
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Senator Kennepy. You made a summary of the finding, is that
correct ?

z Dr. Hensiey. Yes. I believe you have a better summary than I
o.

Senator Kennepy. Now in reviewing these patients that were
selected at random, as you mentioned Veterans Administration
Hospital had no records of any kind for 2 of the 15 patients’ charts
that were selected for review, who had participated in the study,
and could not locate current patient charts for two additional
patients.

Three patients in addition to the ones previously mentioned were
not in the hospital during the period of time covered by the study.

Dr. Hensrey. That sounds familiar. There may have been more
than that.

Senator Kexnepy. Only two of the charts reviewed had any indica-
tion that the patient was on the study and taking HLR medication.
That is only two of how many?

Dr. Henxsrey. Two of 11, (X-ounting the 2 that never existed, 2 of

13.
Senator Kennepy. Two they cannot find, 2 were not in the hospital,
and so you get 2 out of 11 on the drug. Two patients purportedly
participating in study subsequently expired. Their deaths were not
reported to the sponsor according to this. The laboratory work
allegedly done reported by the Veterans Administration Hospital,
according to the laboratory, was not done and reported by the
Veterans Administration Hospital laboratory.

Well, they have got a whole series here.

In this last finding that you have, they say you make a serious alle-
gation or charge here that the Hoffmann-La Roche Co. reinterpreted
and changed laboratory data submitted by the doctor.

Dr. Hexscey. I did not make that charge. That was a statement
that La Roche made themselves.

Senator Kexnepy. Who made it

Dr. Hexsrey. Roche made it themselves. That may have been in-
cluded in our Establishment Inspection Report. But Roche admitted
they had gone out on a number of occasions, I think, and had looked
at the laboratory data and had altered it. They felt that the—well,
I should explain.

Much of this data is printed on what are called SMA-12 forms.
These are serum chemistry determinations. The form itself consists of
a number of vertical bars with gray zones and there are numbers
along these bars. The gray zones indicate the normal range.

‘What they apparently were doing was to look at where the value
appeared to be in the zone and trying to get better designation of it
or better localization of it. In other words they felt that the in-
vestigator read these forms incorrectly and they were reading them
correctly——

Senator Kexwyepy. What did you find about the laboratory data?

Dr. Hexsuey. That is an interesting question. The laboratory data—
I should drop back for a minute and go back to the Knoll Study—
the Knoll Study, the investigator admitted to us he had—he stated
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he had lost his original data in a rowboat accident. He had subse-
quently taken data from the Endo Study and submitted it to Knoll,
and then when they complained, he had taken rolls of chart paper,
the paper I described to you, and laboratory slips from the lab and
put together some new data.

Getting back to the Hoiwman-La Roche Study, when we looked at
laboratory data associated with the Hoffman-La Roche Study, it looked
remarkably like the handecrafted material that had been submitted to
Knoll. There were certain characteristics in the format of that data
that laboratory personnel were able to point out to us and that identi-
fied it as not being genuine,

These characteristics were shared by the Hoffman-La Roche data,
much of Hoffman-La Roche data. Not all, but most.

When we looked at the patient chart, we could find no laboratory
data in the patient charts that were similar to the data submitted to
Hoffman-La Roche, even though these were allegedly hospitalized
patients and

Senator Kenxeny. Did the laboratory officials say they were done
in the laboratory or not?

Dr. Hensrey. They did not believe that they were. They felt
that these were most unlike the normal products for laboratory—
further, if T might add, if these were hospitalized patients, the format
for this hospital is that the floor, the ward gets computerized print-
outs, and comes up on teletype laboratory information. These SMA
forms, these graphs that T have described simply do not go to the
floor, so if these were hospitalized patients, the two just do not match
up. If they were hospitalized patients, they should have teletyped
laboratory data in the charts.

Senator Kennepy. So laboratory people themselves indicated that
it was not down in the laboratory, is that correct ?

Dr. Hexstey. That is correct.

Senator Kenxepy. What does that mean?

“?w.t does it mean in terms of the material that is submitted to
you

Dr. Henstey. Well, it means either the investigator had it done in
an outside lab or that he handerafted it and it actually was not
done.

Senator Kenxepy. How do you change the laboratory data if
there is not any laboratory data?

Dr. Hexsrey, Well, apparently what was done is Hoffman-La Roche
representatives looked at the SMA forms that the investigator had in
his possession, and as I tried to explain, these forms had vertical bars,
horizontal lines drawn across the bars, and they felt the investigator
had misinterpreted where these lines crossed the vertical bars.

Senator Kexnepy. Where they felt there had been a misinterpreta-
tion, they altered it ?

Dr. Henstey. Yes. And asked the investigator to sign it.

Senator Kex~eoy. And he did?

Dr. Henstey. Well, I was going to say he wrote a note at the
bottom of each page explaining it, but that is not necessarily true.
There were a few of those, but not all of them.
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Senator Kennepy. That the tests were not necessarily true or that
they were changed——

Dr. Hexsrey. Write a note saying changes were made by Hoffman-
La Roche.

"F;enator Kexnepy. You do not know whether tests were done at
a

Dr. Henstey. No.

Senator Kenneny. Let us briefly go to the charts.

You are familiar with these case studies. Take the case report and
then the patient chart, is that the way——

Dr. Hensrey. That is correct.

Senator Kennepy. These were the ones selected at random ?

Dr. Hensrey. Yes.

Senator KexNepy. As we go down, since they were selected at
random, if you get study No. 4, for example, on protocol 630, they
have patient No. 28. T will review these briefly.

On patient 28, it gives dates of the study, physical description,
diagnosis, medication, other problems, and then it has: “Did re-
ceive Roche drug” or “Did not receive Roche drug” on the case
report.

And in these studies here, patient 28, I think you see the diagnosis
is quite a bit different in case after case. Patient 28, it is syncope and
diabetes; and on the patient chart, diagnosis, heart disease, em-
physema and asthma. :

On the case report, it said “Did receive Roche drug.”

On the patient chart, it says “Didn’t receive Roche drug.”

At the top, the dates in the hospital, and there are other things too,
56-year-old male, 5 foot 8, 206 pounds; that is on the case report;
and on the patient chart, he is 58 years old, 5 foot 10, 179 pounds.

But additional significance is the date. On the case report, it is
9/8/75 through 9/10/75; and on the patient chart, dates and hospital,
it 1s 9/14/77, 2 years later.

Dr. Henstey. Right. He was not in the hospital until after the
case report was received. We checked not only the hospital chart
but also separate files with this hospital with the head of the
administration and could locate no other admissions.

Senator Kenneny. Patient No. 20. Diagnosis under case report
is Parkinson’s Disease and tremor.

On the patient chart, it is “Inoperable lung cancer.”

And in the case report is “Did receive Roche drug.”

And the patient chart is “Didn’t receive Roche drug.”

As a matter of fact, in the time that they mentioned this particular
one that they did the test, this fellow was actually dead.

Dr. Hexstey. No. He died shortly afterwards. I believe that is one
of the patient deaths.

Senator Kennepy. Well, on patient 20, it says did receive the Roche
drug in the case report, and in the patient chart it says didn’t re-
ceive it.

Patient 33 is did receive Roche drug, case report. And the patient
chart is didn’t receive Roche drug. It continues along.

In patient 27, different protocol, it gives the physical description,
56-year-old male, former pharmacist, and the physical description of
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the patient chart is former deputy sheriff and set painter for Desilu
Production. Points out received the Roche drug under case report
and “Did not receive Roche drug” in the patient chart.

If you put those on the wall and examine them on a person’s
desk and compare the case reports versus patient charts, it seems to
me it would have to find out that either people did receive it or they
did not receive it. I would think that an elaborate monitoring process
would catch that pretty easily—or would it not?

Dr. Hensrey. It would seem so. These patient charts bore little
or no resemblance to case reports except in general age of the patient
where they were approximately the same.

Senator Kex~epy. The only thing is, would this type of thing be
tough to detect in anv kind of monitoring process ?

Dr. Hexscey. If the monitor had access to patient charts, it would
not.

Senator Kenxepy. If you are doing monitoring, would you have
to review patient charts?

Dr. Hexstey. T would think so. I probably ought to mention
briefly how this investigator organized his file. For each patient on
this study, and on others, he had a separate—well, there was a little
folder, and in this file were case reports and sheets of hospital charts,
papers bearing notes and dates that resembled hospital charts. It
1s entirely possible, I suppose that the monitor might have reviewed
those files.

But had the monitor looked at a hospital chart per se, it would
have been obvious.

Senator Kennepy. How is FDA going to know about this unless
they went in and investigate on the basis of those submissions?

Dr. Hexstey. The only way we could pick up on this would be
for La Roche to have reported it to us. Tf this data were submitted,
if the case reports are considered on their own, on their own merit,
and if data were tabulated and not on laboratory forms, original
laboratory forms, I think there’s probably no way you could know
this was not a good study.

Senator Kennepy. There was no way they would know, is there?
And FDA would make a judgment based upon obviously the case
reports submitted to them

Dr. HensrLey. Probably so, yes.

Senator Kennepy. Unless other information was provided to them.
Was this other information provided to them on the basis of this?

Dr. Hexsrey. No. T should qualify that and say Roche did make
comment about sleep monitor——

Senator Kexxepy. About what?

Dr. Hexstey, Roche did make a comment about the sleep monitor
in the study. This was, as you say, a study of sedative, and there was
someone charged with the responsibility of checking the patient at
night to be sure they were asleep.

They allowed as how they felt the sleep monitor was biased, that
she knew the code. They did make a comment about that.

Senator Kex~epy. That is the only other submission, is it, that you
have?
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Dr. Henstey. Yes. I'm not sure what effect that would have on
review at FDA. I think if I were reviewing it, I would probably
tend to discount the work. But I do not know.

Senator Kexnepy. We go to No. 10 from McNeil Laboratories,

As T understand former Commissioner Goddard brought to FDA’s
attention some problems with investigator No. 10. What was the
nature of these problems?

Dr. Henstey. The company that Goddard was with had con-
tracted to this investigator a study of an anti-arthritic agent, drug.
The company had been surprised, initially pleasantly surprised, later
with some concern, that the investigator had reported to them the
findings on the study very, very promptly. They thought also that
laboratory data might not be accurate.

They thought that in fact portions or all of the study might not
be real. They have attempted an inspection themselves, much along
the lines of the standard FDA “for cause” inspection, I might add—
did a reasonably good job of it and brought with them a copy of the
inspection.

Senator Kennepy. Was there any evidence that the laboratory
work had been done?

Dr. Hexseey. For this study?

Senator Kennepy. Yes.

Dr. Hexstey. No. The study on that was that the investigator was
conducting a two-part study. The initial part was double blind—in
other words, neither investigator nor patient knew what he was
getting.

The second portion of it was to have been an open study for those
who had responded initially. In other words, the investigator would
know what the patient was getting in that case.

The story was, as told by the investigator, that the laboratory data
was performed by a friend of his at another hospital. Unfortunately,
the friend had a rather unusual name. I have sort of a funny memory
for things like that, and I recalled having seen the name in an obitu-
aryé and it turns out the associate had died half way through the
study.

The investigator adhered to the explanation even after we men-
tioned that——

Senator Kennepy. You said the one who had done all the laboratory
work previously——

Dr. HensLEY. Yes,

Senator Kexnepy. What evidence was there that the laboratory
work had been done?

Dr. Henstey. None. The investigator alleged that the messenger
would pick up blood samples from the office and deliver them to
the office and the laboratory work would be done and reported back
to him on a following Friday, all payments were made in cash, no
receipts. He was unable to identify the messenger, and of course these
pick-ups and deliveries continued long after the death of the associate.

He could offer no explanation, and of course had no original
laboratory forms to substantiate this.
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Senator Kenneoy. So the work that he did or allegedly did may
have been—for McNeil—may have been submitted to FDA without
qualification ?

Dr. Henstey. Yes. I was talking about original study, the one Dr,
Goddard complained about.

Senator KenNEDY. So you went to obtain some case reports of the
study that he had done for McNeil ?

Dr. HensLey. Yes. Before we went out to inspect this investigator,
we did obtain McNeil case reports, and I did a tabulation of the data
just from my own information. I was suprised to see that there was
unusual degree of consistency in the data. I believe we have copies
of the table.

What we have here is before and after laboratory work for this
study. I think you will notice for each patient there is rather an
amazing tendency for the before and after values to be identical.

Senator Kexnepy. That is this chart here?

Dr. Hensrey. That is correct.

Senator Kenneoy. Why do you not represent in layman’s language
the statistical significance of identical numbers, sort of before and
after, what does that mean?

Dr. Hensuey. Well, maybe we should take, let us take hemoglobin,
for example, on the vertical chart here, first column.

If one establishes a normal range for hemoglobin, and being con-
servative about it, say 12 to 14, and being very conservative, and if
hemoglobin determination is reported in tenths, in other words 12.1,
12.2, 12.3, et cetera, there are about 20 possible values one might have
there in the normal range, and considering the variation in the way
the procedure is done, it is reasonable that these might be considered
independent events statistically. :

So, for a normal person, for the value to be a normal value, you
would have 1 in 20 chances having any one of these values, and for
them to be replicated would be a product of those chances because
they are independent events, that is 1 in 20. At least, that is my
interpretation of it.

Senator Kenneoy. The point is, as I understand it, that there
should be a slight variation in all of these factors?

Dr. HensLEY. Yes.

Senator Kennepy. And there are identical numbers in all of these
numbers in parenthesis which as you point out, I suppose from a
sclentific point of view, is virtually impossible?

Now, what happened when you confronted them with this?

Dr. Henstey. Well, having discussed the Goddard matter with
the investigator, having obtained his responses, I showed him these
charts.

I also showed to him a chart of other laboratory data that he had
submitted to another company at an earlier time. The chart I
paralleled with these showed a standard distribution of values, I
asked him what his opinion was. He put his head in his hands and
said how could this have happened ?

Senator Kenneny. Now, how did he say it? How could this have
happened ? How did it happen?
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Dr. Henstey. How could this have happened ? This is not any good.
I should have noted this. He admitted laboratory data could not be
accurate.

Senator Kexnepy., He was saying that about the whole page?

Dr. HensLey. About the whole page. T believe there are 45 patients
tabulated there.

Senator Ken~epy. He said how could this have happened ?

Dr. Henstey. He was quite upset. He was not angry—more
alarmed,

Senator Kennepy. What happened? Did they talk to the people at
McNeil ?

Dr. Kexnsrey. The next step was I asked for original laboratory
values on these, and I asked who made them—his response was the
laboratory work was done by the same individual who had done the
other work. This preceded the other study by a year. He said he did
not have the original laboratory data. He had sent it to McNeil.

I subsequently called McNeil that same day from the inspection
site and asked whether or not the data had been submitted.

The representative who I spoke with got back to me the following
day in Rockville and stated, no, they had not received the original.
All they got was Xerox copies. I was going to make a comment. Be-
fore I could get to it, he said, you know, we went over this with the
project monitor. This stuff is just too good. There is too much con-
sistency here.

Then he embarked upon a short dissertation on how much damage
this kind of thing did to the pharmaceutical industry. I tried to re-
assure him at that point, that as of that point this was still under
investigation——

Senator Kennepy. Your comment here is that the company told
you what?

Dr. Henstey. The company representative said that he admitted
that laboratory data could not be real, that it was not good.

Senator Kennepy. And the investigator?

Dr. Henstey, The investigator maintained that he had sent all of
his stuff out to his associate, and that it had been done. He had just
overlooked it.

Senator Kennepy. Do you know what McNeil sent on to FDA?

Dr. Hexstey. Two- or three-page summary of the data, I believe,
at that time.

Senator Kexnepy. That was the extent of it?

Dr. Hensrey. Yes.

Senator Kennvepy. Did they ever point out any of these other
problems?

Dr. Henstey. Not to my knowledge.

Senator Kenneoy. Now, this particular investigator does investiga-
tive work for a series of other companies?

Dr. Hensrey. Yes. Most of these people have done quite a bit of
work. :

Senator Kexyepy. For a number of other companies?

Dr. Hensrey. A number of other companies.

Senator Kennepy. In this case here, probably seven other com-
panies,
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Well, now we will do investigators 7 and 3.

Can you tell us why FDA got involved in monitoring doctor No. 7%

Dr. Hexsiey. This was prompted by an Institutional Review
Committee inspection of a community hospital, The study that was
keyed on was a study done by this investigator. Of course, the result
was that the IRC had no knowledge of the study having been done;
however, subsequently, the staff did inform the inspector that they
were aware that this investigator had been up to something and they
detailed what they knew about it.

Senator Kennepy. This investigator was an emergency room
physician; is that correct?

Dr. Hensrey. That is correct.

Senator Kexneoy. He did conduct his studies only in an emergency
room ¢

Dr. Hexsiey. He conducted his study in a hospitalized group of
patients, the patients of other physicians, according to allegations
made by staff.

Senator Kexnepy. What did the other physicians know?

Dr. Hensuey, According to the staff, they had no knowledge of
it. They learned about this only when this investigator was involved
in a malpractice suit in the emergency room; and they began looking
into his activities, and the nursing stafl reported that the investigator
had been administering investigational drugs to a number of different
patients.

Senator Kennepy. What eventually happened to him?

Dr. Hensiey. Well, subsequent to IRC inspection, a “for cause”
inspection was issued on this investigator. An FDA inspector, in-
vestigator, located this doctor, and at the time the doctor said all his
records were packed up and he was in the process of moving and
would they please come back later. Of course, that is what they did.

When they tried to come back, they could not locate this inves-
tigator.

Subsequently, this was one of the things that I picked upon and
we did reissue that assignment and we have located the investigator,
and we now have a team looking at it.

Senator Kex~eoy. Had he lost his license to practice the previous
year in Florida prior to this?

Dr. Hexstey. He had lost his license to practice in another State
by virtue of charges of fraud by the medical society.

Senator Kennepy. Do you remember specifically, the informed
consent——

Dr. Hensuey. It had to do with an operation for obesity, and as
you say, informed consent——

Senator Kexnepy. This is a question I suppose you have to ask:
Why a doctor who lost his license on the basis of informed consent
ought to be doing research on a drug, experimental drugs on human
subjects?

Do you not think that the fact that he lost his license ought to have
been established or flagged by any review process in terms of the
investigation ?

Dr. Hensuey. Well, the State he was in had given him another
license—in fact, until about two or three days ago, he was still
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licensed in that State. I do not know how that was accomplished.
But as far as the hospital was concerned—I am sure as far as monitor
was concerned, this was a licensed practitioner.

Senator Ken~epy. The medical examiners in Florida indicate in
their report that this investigator is found guilty of intentional
misleading, fraudulent, deceptive or untrue representation. This is a
person who is part of an investigative team on a drug, experimental
drug on human subjects?

Dr. HensLey. Yes.

I should point out he has done quite a bit of other investigational
work in the past.

Senator Kexyepy. You mean for a number of other companies?

Dr. HensLeY. Yes.

Senator Kexxepy. This was for Bristol, as I understand it?

Dr. HENsLEY. Yes.

Senator Kexxepy. The list is 12 different major companies which
have sponsored this investigator at one time or another.

Do you know about that?

Dr. HensLey. Yes.

Senator Kexyepy. What do you think Bristol should have known
from this case that they did not know?

Dr. Hexstey. That is a hard question to answer. The report that
was submitted to FDA stated that study was terminated for ad-
ministrative reasons. They did not try to use this in support of their
IND. I cannot say what they should have known.

First of all, if they looked at the patient chart, they would have
seen these were patients that—well, I think without an indepth
inspection of the situation themselves, they might not have picked
up on this. They would have had to speak with hospital staffs and
interview a number of people to pick up on this.

Senator Kennepy. Well, certainly I suppose as it comes to this
company, on the one hand they evidently hired a person that was
an unlicensed physician, and on the other they hired somebody who
had been found guilty of deceptive practices in terms of informed
consent and had his license revoked ; and those are, at least the same
company hired those two people to do important investigative work
in terms of these drugs. I do not know what conclusion you can draw
with regard to the monitoring system.

You ought to have monitoring systems that pick that up, I would
think.

Dr. Hexstey. You mean a centralized record system?

Senator Kexnyepy. Whatever kind of system you want to have.

It seems to me they ought to be able to give assurance about the
quality of the person that is going to be doing the investigative work.

Dr. Hexsuey. That seems reasonable.

Senator Kexwepy, Did investigator No. 3 work for Bristol Labora-
tories on this same drug?

Dr. Henxscey. Yes, he did.

Senator Kexnepy. What were the deficiencies of the work done by
No. 3%
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Dr. Henstey. The problems were many. This was a situation
where contract monitoring organizations, sort of an independent
middle-man group, contracted with investigators to do two studies, in
patients with acute pain.

The first study was for another company, was a 1-day study. The
second study was for Bristol and it was a 3-day study. The studies
were set up to run back to back. In other words, the investigator
did the first study, and then the following day took the same patient
and entered them onto the Bristol study. They were entered in blind
fashion.

He did not know what they had received, nor did they.

In talking with the investigator, I learned that—well, in doing the
inspection, we noticed that the dates that patients were entered into
the study simply did not correspond to the dates entered into the
patient log. In other words, his office records, in other words, the
patients, were not there the days they were supposed to have been on
the study.

In response to that, the investigator noted that on the instruc-
tions of the middle man monitoring the organization he had given
the drug to these patients to take home, essentially they had put
them in the pocket and they were told when the pain starts, take the
drug and give me a call. So a good portion of this study was con-
ducted over the telephone.

Senator Kennepy. We have a series of others, but I think we will
not go into those at this time.

We are going to hear from the companies themselves and give
them a chance to make whatever comment they would want.

I just think, again, Mr. Commissioner, I think that -obviously we
are very much concerned about the nature of the decision-making
process within FDA, the basis for the kind of information that they
are going to have available to them.

We have seen over the period of the last 2 years instances in terms
of testing in animals which was inaccurate, distorted, misrepresented
the real fact situation, much of that information was submitted to
FDA as the basis for scientific information for a judgment about
particular drugs.

We are enormously distressed by what appears to be at least in a
preliminary way a similar discrepancy on the basis of scientific in-
formation in the areas of human experimentation, as well as the
failure to provide the type of informed consent which is absolutely
essential in protecting human subjects.

We can draw no conclusion today, whether this is the tip of the ice-
berg, and there is a great deal more that lies underneath the surface, or
whether it is the iceberg. What we can draw the conclusion on is that
this abuse and misuse of scientific information is of enormous im-
portance and seriousness, It reflects on the ability of FDA to make bal-
anced and informed judgments about approving various drug materials
that can have a wide distribution across the American system.

We just, I think, are unsure as to how deep that goes.

You are going to come back and tell us at the end of this review
process, at the end of this year, your own conclusions about this, but
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I think we are particularly troubled with the fact that as we develop
new drug legislation as to the type of weight that onght to be given
to the monitoring system, that either does exist or does not exist in
terms of companies themselves, so that we can give the assurances
and protections to the consumers that they are entitled to.

I think this is a matter of grave importance to the American
people. I am heartened by your statement earlier during the course
of the hearings about your distress about this type of situation.

Perhaps you would like to make a concluding comment about this
type of problem that we may very well be faced with.

Commissioner Kenxepy. A few observations, if I may, Senator.

I think it is certainly a situation that we want to watch very care-
fully. I have made a commitment to you that I intend to keep—to
share with you the results of this fiscal year’s program and the con-
clusions that we draw from those results, just as promptly as we are
able to generate them, together with any plans for developing a future
strategy of monitoring.

I do think it is important to reemphasize in concluding that our
sample today is inadequate to make in any direction the iceberg
determination to which you allude. That is, it could be better than
we suppose, or worse.

I think it is important to emphasize that “for cause” inspections,
the results of which Dr. Hensley has been talking about, are generated
when they think there is reason to be distressed, and therefore they
may presumably represent the worst of the universe.

Finally, since some of these involve fraud, I do want to speak to
that question for a moment.

First, in terms of our own compliance activities, we are engaged in
an exercise here that is an investigation. Like any investigation, we
are trying to determine who struck John.

We have a snapshot here in the middle of a series of investigations.
They do seem to show up-raised arms. I think it is important to note
that there is in any investigation or disqualification proceeding an
opportunity for a hearing and cross-examination, and that in none
of the cases we have talked about yet has that aspect of due process
yet been given.

Finally, just an observation that I cannot resist, because it comes
up every now and then:

You know the scientific enterprise has gone along for centuries
developing an elaborate set of mechanisms that guard integrity of re-
sults against operation of statistical chance; and the scientific enter-
prise system is terribly good and very sophisticated about that.

For a long time now it has never found it necessary to design in-
ternal protections that are part of the way of doing that science that
protect not only against chance but against fraud.

If it turns out that we have to design such mechanisms into the
scientific as well as the retrospective evaluation investigation process,
it is not going to be easy to convert a world in which trust has pre-
vailed into one in which we routinely have to guarantee that a

particular outcome is proof against fraud as well as proof against
chance.
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Senator Kexxepy. I think the matter which I suppose is of very sub-
stantial concern to us would be the fact that in some of the situations
that have been described today there would be really no cause for
alarm as to whether information submitted to FDA was actually ac-
curate. No storm signals going off; no way or means that you could,
on the basis of information that was submitted, to cause a sufficient
kind of concern to do the kind of investigative examination that we
have done in these cases as a result of trails that led back into this
situation.

But on the basis of information that was submitted, if it was
accepted on the face by some of the major significant drug com-
panies there would be no cause for alarm. Yet, we find in these
Instances, investigators themselves, who have been doing investigations
for a number of companies, in one particular instance for 12, much of
their conduct being characterized as frandulent and in terms of poten-
tial criminal investigations—when you have people scratching out
names and substituting other names for drugs and using the material
that was developed for one and submitting it for another, at least
in terms of the protection of the American people, that is fraudulent.
Whether in a court of law they will conviet, 1t is another factor. I
know you have to deal with this issue.

I cannot underscore enough, given the past review of this problem,
the scientific information, the quality of scientific information, and
its importance, and the importance this committee has given to that
issue, we intend to work very closely with you and your department
and insure that you are going to get the resources that you need to
be able to make these judgments and to try to get the kind of per-
sonnel that can do the kind of review, the type of review, so that
we will know the extent of this issue; because I do not think we have
a higher responsibility in protecting the health of the American
people than to insure that the kind of drugs they are taking are going
to be—the judgment as to the efficacy and safety is going to be based
upon sound scientific information.

We have enough storm flags out to give us sufficient kinds of
warnings.

I know you are going to pursue this in a very vigorous and strong
way. We are going to work very closely with you. '

We want to be able to give the American people the kinds of con-
clusions that are drawn, the kind of detailed study, like Dr, Hensley
does in these particular cases.

We want to thank you. We want to thank Dr. Hensley. There is
so much we have seen over the period of years about people making
a_difference and doing I think a first-rate job in terms of responsi-
bility.

There are many long, hard days in trying to look into these matters,
but I think all of us are very appreciative of your presence and be-
cause of dedication and work that you are involved in.

I think it is typical of many of the people in the Food and Drug
Administration who are trying to deal with some of the complex
problems,

Dr. Henstey. I appreciate your kind remarks.




43

I should point out I do enjoy my work quite a bit.

Senator Kenxepy, That is all right. No one is saying you cannot
enjoy doing some responsible and important things.

Dr. Henscey. Thank you.

Senator Kexxepy. Qur next panel consists of Dr. Ralph Jacobsen,
M.D., vice president and medical director, Endo Laboratories; Stan-
ley Crooke, M.D., Ph. D., associate director of research and develop-
ment, Bristol Laboratories. Dr. Crooke is accompanied by Irving J.
Pachter, Ph. D., vice president and director of research and (10\'0?0})-
ment, Bristol Laboratories; and Mr. Robert Endries, counsel, Bristol
Laboratories.

Dr. George I. Poos, Ph. D., vice president of scientific affairs,
McNeil Laboratories; Dr. John Burns, vice president of research,
Hoffmann-La Roche. He is accompanied by Dr. Milton Willner,
director of medical research, Hoffmann-La Roche.

If we could start off with Dr. Crooke. We want everyone to have
the time to respond to these matters and to take what time they
would. We will include all of your statements in their entirety in the
record.

We will obviously permit you, on the basis of what you heard this
morning, additional time to make whatever additional comments you
want on any of these fact situations,

We will leave the record open for a 2-week period so you can
analyze those statements and that material will be included in the
record, along with your full and complete statements.

We are interested in developing the dialogue on this. I think it
would be best to move through and summarize these statements, but
we will let you proceed in any way you would.

Dr. Crooke, would you like to start?

STATEMENT OF DR. RALPH JACOBSEN, M.D., VICE PRESIDENT AND
MEDICAL DIRECTOR, ENDO LABORATORIES; STANLEY CROOKE,
M.D,, PH. D., ASSOCIATE DIRECTOR OF RESEARCH AND DEVELOP-
MENT, BRISTOL LABORATORIES; ACCOMPANIED BY IRVING J.
PRATCHER, PH. D, VICE PRESIDENT AND DIRECTOR OF
RESEARCH AND DEVELOPMENT, BRISTOL LABORATORIES; AND
ROBERT ENDRIES, COUNSEL, BRISTOL LABORATORIES; AND DR.
GEORGEI. P0OS, PH. D., VICE PRESIDENT OF SCIENTIFIC AFFAIRS,
McNEIL LABORATORIES; DR, JOHN BURNS, VICE PRESIDENT OF
RESEARCH, HOFFMANN-LA ROCHE, ACCOMPANIED BY DR.
MILTON WILLNER, DIRECTOR OF MEDICAL RESEARCH,
LA ROCHE, A PANEL

Dr. Crooxe. We have a prepared statement. It is probably too
long to go through at this time. If you would like, I can address the
questions of studies of doctors 2, 3 and doctor 7.

Senator Kexxepy. Yes.

Dr. Crooke. Let me first address doctor No, 2.
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Actually, the studies with doctor No. 2 should be considered as a
separate set of problems for us, as opposed to the studies for doctor
3 and doctor 7. I would like to address those independently,

As a brief background, let me discuss the drug that was involved.
The drug was compound BL-3912A. BL-3912A, as was correctly
pointed out, it is similar structurally to a group of psychoactive
agents, including amphetamine, and another drug, R-DOM.

Studies employing several species of laboratory animal suggested
that 3912 might be a potent performance restorer absent the gen-
eralized——

Senator Kexneoy. Could I in terms of the record clarify that we
are now talking about a nursing home drug; is that correct?

Dr. Crooke. That is correct. We are talking about—well, first of
all, I will address doctor No. 2 and then doctor 3 and doctor 7.

Doctor 2 is involved in studies on 8912,

Senator Kennepy. That is nursing home?

Dr. Crooxe. Yes.

This is an agent that is supposed to be a performance restorer for
senile individuals.

Now, the hope for 3912 was that it would be a generalized per-
formance restorer, absent the CNS stimulatory and hallucinogenic
properties of several of the other agents in this class,

There were reasonable animal data to support this, In fact, it was
found to antagonize the R-DOM-induced abnormal behavior in cats,
and enhance operant and learned behavior tasks. In experiments with
aged rats, BL-3912A was demonstrated to facilitate learning and pro-

Ionf memory. These effects were tentatively ascribed to the 5-

hydroxytryptamine [serotonin] receptor against activity of BL-
3912A, and were produced at doses significantly lower than toxic
doses.

Thus, based on experimental animal data, experience with com-
pounds of similar structures, and data concerning its mechanism of
action, BL-3912A was a promising candidate for clinical trials.

Initial clinical trials included phase I studies in two groups of
normal volunteers. In the first study, doses of 1 mg to 80 mg were
employed without significant side effects, In the second phase I study,
doses of 20 to 120 mg were tested. Many of the volunteers who re-
ceived 40 mg to 120 mg noted increased mental alertness and demon-
strated improvement in a performance test. Obviously, this is not of
scientific significance, but a cause for optimism,

At a dose of 120 milligrams, definite euphoria and mild ONS
stimulation were observed, but no other toxicities were noted. Studies
employing 60 healthy volunteers were performed with BL-3912A

fore trials in patients were begun.

Study number 8 for which doctor No. 2 was principal investigator
was the first study in which BL-3912A was administered to geriatric

atients, suffering from senile mental deterioration. It was a double
Elind placebo comparative study, The initial doses employed were
25 milligrams and 50 milligrams daily for 5 days. If no side effects
were observed, the doses were increased to 25 milligrams to 50 milli-




45

grams twice daily for 7 days, then three times daily for the duration
of the study.

The results of this study suggested that doses of 50 milligrams to
150 milligrams daily resulted in statistically significant improvement
in mental performance in geriatric patients with no significant
toxicities.

Study No. 15 was also performed by doctor No. 2.

This study was an open dose ranging safety and efficacy study
in which patients were treated with doses of 25 milligrams to 75
milligrams daily for a period of 60 days. The conclusions from this
study were that BL-3912A resulted in improvement in mental acuity
with no significant toxicities.

Subsequent to the studies performed by doctor No. 2, several other
studies were performed. In these studies, BL-3912A was shown to be
non-amphetamine like, but the positive results in geriatric patients
reported in studies 8 and 15 were not reproduced.

As a consequence, we did not file an NDA on 3912, and we dis-
continued additional studies.

That is background on 3912A and studies by doctor No. 2.

I would like to address some general considerations relevant to
3912.

The primary research interests of Bristol Laboratories are anti-
biotic; anticancer and analgesic drug dévelopment. BL-3912A re-
sulted from a collaborative research effort with an extramural scien-
tist. Consequently, the intramural clinical expertise in the area of
CNS performance enhancers was not optimal at the initiation of
clinical studies on BL-3912A. In fact, since very few drugs for senile
mental deterioration have been developed, clinical drug testing ex-
pertise is probably substantially less for such compounds than com-
pounds of different classes throughout the academic and pharma-
ceutical company research establishments. Consequently, the
performance of the initial efficacy trials was perhaps suboptimal.

Senator Kennepy. What does that mean? You say “the per-
formance of the initial efficacy trials was perhaps suboptimal.”

You are using that as a kind of explanation for the fact that you
have an investigator who does not have a license, no institutional
review, no consent forms, virtually no performance in terms of the
data itself—“the performance of the initial eficacy trials was perhaps
suboptimal” is probably the classic understatement of the year.

Dr. Crooxkk. It is early in the year.

Senator KexNepy. Are you going to respond in greater detail to
those particular elements? That is the basis of the information that
we have heard during the course of this morning; and your response
is that efficacy trials were perhaps suboptimal?

Dr. Crooxkk. I would like to amplify on that statement. T think the
rest of the statement I prepared will amplify it.

Senator Kenneoy. All right.

Dr. Crooxe. Before I do that, T would like to say that there are
relatively few drugs for senile mental deterioration that have been
developed. The expertise in the area, the clinical expertise in the area

16-820 O = T8 = 4
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I think is perhaps less well developed than in many areas in which
drugs are developed.

In addition to what was inexperience on the part of Bristol Labora-
tories clinical staff at the time, I think you would have to add poten-
tial difficulties in finding experienced investigators in outstanding
sites to do significant research in this area, and that is an important
consideration.

Senator Kexnxepy. Sure. But experienced investigators, you do not
want to include somebody who has lost their license, or did not have
a license?

Dr. Crooxe. Of course, we did not know that at the time the
studies were going on. In fact, let me just explain how doctor No. 2
vas selected as principal investigator.

Senator Kexnepy. OK.

Dr. Crooke. At the initiation of studies 8 and 15, doctor No. 2%
credentials seemed ideal. After completion of medical school—and
let me correct one impression that 1s not true—doctor No. 2 is a
physician. He went to medical school, did postgraduate training in
surgery and engaged in the private practice of medicine until join-
ing a major pharmaceutical firm as a monitor for the clinical trials
of a psychoactive agent thought to be active in the treatment of child-
hood hyperkinesis. He subsequently was promoted to associate medical
director, then became director of clinical research projects at another
pharmaceutical company. During this period, doctor No. 2 generated
several publications.

Each of these characteristics of doctor No. 2’ background have
been documented. Thus, we felt, that is the individuals who were
involved felt, that doctor No. 2 had considerable experience in the
clinical evaluation of drugs, and more particularly had been involved
in research on a psychoactive agent. Moreover, at the initiation of
studies 8 and 15, he was associated with a geriatric center. and con-
sequently had access to the appropriate patient population—at least
what seemed appropriate at that time,

Senator Kexxepy. Taking one at a time, in spite of this array of
credentials, he did not have a license to practice in Florida, did he?

Dr. Crooke. That is what I have heard today.

Senator Kenneoy. Do you know whether he did on your moni-
toring process, would you not have a sheet there that says—would
there not be on any page a question, I suppose you would ask
whether the fellow is doing investigating, whether he is licensed

Dr. Crooke. He would have asked, I am sure, although I cannot
submit it in the form of a paper.

At the time he was considered a clinical invest igator, he was in
an acedamic institution in a residency program, which he returned
to after being in practice for sometime. So. again, the assumption
of truth was probably not an unreasonable assumption at that time.
I must state in retrospect that it was a mistake, but I am not sure it
was unreasonable.

Senator Kexneoy. Now, are you prepared to characterize that
facility as an appropriate facility for certain investigation ¢
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Dr. Crooxe. Well, I've never been there, so I cannot speak directly
to the facility.

Senator Kexnepy. What is your report—you're vice president and
the medical director was there, was he not?

Dr. Crooxe. Prior to initiation of the study, there was a visit by
the vice president and medical director. He was also visited by the
person to whom the medical monitor for this study reported and by
the medical monitor.

Senator Kexnevy. Did they give any characterization of the
facility ?

Dr. Crookke. Not in the information that I reviewed.

Senator Kexxevy. Did they give any characterization of the ability
of people to make an informed judgment on this kind of test?

Dr. Crooxe. That is a complicated question. That bears on the
problem of doing a study in this kind of drug.

Senator Kexnepy. Probably suggests even a higher degree of real
standards, ethical standards?

Dr. Crooxe. Absolutely. I think this is an area where one would
need as much experience and as much quality as one could muster
to hope to identify an active agent. Diagnosis of this symptom com-
plex—I do not know that I want to call it a disease. The evaluation
is largely subjective, much more subjective than many other areas.
I think that is one of the reasons that evolution of new agents in this
area has proceeded very, very slowly. Not the only reason, but one
of the principal areas.

Senator Kexxeoy. Obviously, as I am sure you are aware, there
are very elaborate procedures which have been outlined and estab-
lished in case law for notification of people on the issue of informed
consent in institutional seatings which are similar to this particular
one,

It seems to me that you want to know whether this was either
recognized by the company, in trying to get some kind of understand-
ing about your monitoring process or procedures—are your people
sensitive to this?

They went down and looked at that facility. Did they inquire about
institution review board, which we have heard is basically nonexistent,
and what was reported back to you ?

Dr. Crooge. At the time of the initiation of the study, the neces-
sity for human research committee or institutional review board was
of course discussed with the investigator and at that time the in-
vestigator indicated that there was no institutional review board in
that institution. That is not uncommon.

In a geriatric center, one might easily expect that to happen. But
subsequently, there was an institutional review board formed and
at least the information that Bristol received this was formed and
that the study approved and signed

Senator Kennevy. In retrospect, we know that it was a phony
board, do we not ?

Dr. Crooxe. That is correct. But at the time it was not known.
Perhaps it should have been, but it was not.

Senator Kexnepy. Do you want to continue.
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Dr. Crooxk. The initial studies on 3912 were developed and moni-
tored by a physician employed for the purpose of monitoring this
drug. Prior to joining Bristol Laboratories, the medical monitor had
performed a number of controlled clinical studies and had published
in the medical literature on the effects of drugs in geriatric and
younger patients with anxiety neuroses, depressive neuroses, and
psychophysiologic disorders. Studies with doctor No. 2 were the first
involving patients that he was asked to monitor for Bristol Labora-
tories. Prior to initiation of studies with doctor No. 2, doctor No. 2
and the facilities were site visited by the monitor, and subsequently
by the vice president and medical director for Bristol Laboratories.

My review is based on information contained in the files. As you
know, we had a very short time to review all these files. As far as I
can attest, these are absolutely accurate from my review.

Study No. 8 was initiated on December 11, 1974, and terminated
on April 7, 1975. Study No. 15 was initiated on January 30, 1975,
and terminated on April 7, 1975. During this period the medical
monitor made two monitoring visits on January 6-7, 1975, and
February 17-25, 1975, I think this is an important correction to make:
that in fact the medical monitor for this study did go to the site of
the study and in trip reports deseribed some of the patients who were
ireated. He did not describe the facility, but he did describe some of
the patiéents who were seen. Descriptions were positive on the basis
of medical monitor’s reports,

One other point, and that is this was a double blind study. The
discussions with the nurses who were involved in the study oceurred
nearly 2 years after the study. I'm not clear how the nurses would
have known who got drugs, who did not, and how good their memory
would have been 2 years later. Suffice it to say, there were monitoring
visits, two within a month’s period after the study was initiated.

In addition, there were numerous phone calls between monitor and
investigator. On April 30, 1975, the monitor’s employment at Bristol
Laboratories was terminated. On May 5, 1975, a replacement medical
monitor joined the medical staff at Bristol Laboratories for Bl
3912A. Strenuous efforts by the new monitor and his associates to
obtain case reports failed for many months, and when case reports
were obtained they were incomplete. Investigation by Bristol Labora-
tories and the FDA suggested that doctor No. 2 had failed to meet
the obligations of informed consent, and failed to follow the protocol
in many patients.

Senator Kennepy. Why did you let it go if strenuous efforts by
his—-

Dr. Crooxe. No. The studies were terminated. Strenuous efforts to
obtain case reports, of course, began before studies were terminated,
but studies were terminated as of April 7, 1975, so the duration of
the studies is from December 11, 1974, to April 7, 1975. At the time
these studies were initiated, it had been planned that a number of
other studies would follow with this investigator, and of course those
plans discontinued. So the duration of the studies was 4 months—
duration of involvement with the investigator—41% months.
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Let me discuss the questions of informed consent and Human Re-
search Committee approval, since this is a matter of concern.

Approval of protocols 8 and 15 by an appropriate human experi-
mentation committee was required by Bristol Laboratories, as this
1s a requirement for all Bristol Laboratories’ clinical studies. In a
letter dated November 11, 1974, Bristol Laboratories was informed
of Human Research Committee approval. Subsequently, Bristol
Laboratories has been informed by the FDA that there is doubt—
and probably this committee did not exist.

Bristol Laboratories required and obtained sample informed con-
sent forms at the initiation of studies 8 and 15. However, inasmuch
as the case report forms were never completed by doctor No. 2, no
informed consent forms were received by Bristol Laboratories. Sub-
sequently, Bristol Laboratories was informed by the FDA that no
evidence of signed informed consent forms could be found in the
patient’s records at doctor No. 2’s geriatric center in which the studies
were performed.

I would like to address analysis of data generated by studies 8 and
15 and also to correct perhaps one not totally accurate impression.

In the final report on 3912, the problems with the investigator were
discussed, perhaps not in depth enough, but they were discussed more
than just simply not mentioning it.

The final report was generated on November 30, 1977, and I can
explain the reasons for the delay. The reason for the delay in the
generation or the final report was that during that time for month
after month efforts were made to obtain case report forms. Now, long
before that, in August of 1976, a statistical analysis was performed
on data we had available to us. What we lacked was demographic
information and additional laboratory information that we felt was
essential before we wrote a final report.

The reason for delay was our effort to obtain complete data. In
the final report, actually what the monitor for Bristol Laboratories
said was interpretation of the results obtained with several of the
tests was compounded by significant differences between treatment
groups at the beginning of the study.

I will skip some of this,

Let me go to conclusions. That is where I want to be. He said
complete demographic data, dose schedules, and narrative concern-
ing side effects and laboratory abnormalities were not provided by an
investigator. Reviews of the findings presented by personnel lead
to the conclusion there were no serious adverse effects which should be
contributed to administration of the drug. Because of incompleteness
of case reports for this study and lack of cooperation of the in-
vestigator, it has been decided that no further work will be assigned
to this investigator.

So in fact, perhaps inadequate, but there was a statement as to some
of the problems as it occurred.

Back to the analysis: Although the case reports obtained were
incomplete, they were evaluated. There is certainly an obligation, we
are obligated to evaluate all data we obtain, even if they are un-
satisfactory.
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In general, the results suggested activity, with only minimal side
effects. Ilowever, the monitor’s reports clearly indicate the lack of
demographic data, and the deficiencies in the case report forms.
Moreover, because of significant doubts concerning the results of
these studies, similar studies were initiated in other institutions
under well-monitored and well-controlled circumstances. These
studies failed to confirm the results of studies 8 and 15, and the
clinical evaluation of BL-3912A was discontinued. In none of the
studies on BL-3912 were serious side effects noted in any patient.

That concludes our formal statement about Dr. No. 2. I suppose
you may have some questions.

Senator Kenyepy. How do you characterize your monitoring
process given what the situation was down there in terms of the
facility, described by some as rat infested, with virtually no institu-
tional kind of review, troubles that you had in terms of getting your
information, the delays, all of those. There was a complete failure in
terms of meeting the requirements of informed consent. No one
else has any other responsibility.

You have the prime responsibility in setting up a process for in-
formed consent. How do you characterize your own monitoring
process ¢

Dr, Crooxe. Well, I think as we state here in subsequent sections,
it is obvious the monitoring process was not adequate in this case. I
think the major problems were in the selection of the invest igator and
not the monitoring—not the length of monitoring at least. The
selection of the investigator was clearly a mistake. The investigator
did a poor job and has caused a great deal of problems for Bristol.

Prior to initiating the studies, there were two monitoring visits and
there were two visits by the monitor during the conduct of the
study. And as the studies progressed, it became clear to the superiors
of the monitor that he was doing an inadequate job.

As a consequence, & new monitor was assigned to the study. In
direct answer to the question, selection of investigator was inappro-
priate and monitoring of the study was perhaps—not perhaps—
was definitely inadequate. The duration of these studies was four
months——

Senator Kennepy, Before we leave that, given this situation, I
cannot understand how it could be more inadequate or more in-
appropriate, given the failure of the investigator to be a licensed prac-
titioner, the type of facility, the problems that you have with informed
consent, the difficulties you had of getting the material. you say, as I
understand it, that it failed in this case,

How should we know it is any better in any other case? When
we considered your investigator in your other situation, somebody
who has lost their license because of violating the basic kind of
tenants in terms of informed consent, described by medical examiners
in the most grevious kind of way, so we have. and as you respond
here, you say well it is basically the investigator that was the
problem.

But really our system is not too bad. And then just a little bit
later you hire a fellow who has had his license revoked because of
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medicine.

How do we know whether the rest of your monitoring system is
worth a darn?

Dr. Cooke. First of all, the investigator No. 7 is part of another
kind of problem that has to do with third-party monitoring services
or extramural monitoring services that I would like to address, and
it 15—

Senator Kexxepy. Whose responsibility is that?

Dr. Cooxe. It is clearly our responsibility.

Senator Kexnepy. That is what T am talking about.

Dr. Cooxe. I am not denying responsibility. I'm trying to define
some of the problems we have had. It is clearly Bristol Laboratories’s
responsibility for these studies.

My opinion of the conduct of the monitoring of the studies is that
it was poor, obviously, and that the monitor failed to do an adequate
job. As soon as it was observed that the monitor was doing an inade-
quate job, he was replaced. The studies were terminated and addi-
tional studies were generated to attempt to confirm the data.

Senator Kenxeoy. When it was attempted to be confirmed, it was
not. confirmable ¢

Dr, Crooxr. Yes.

Senator Kexweny. How much did the monitor receive, the in-
vestigator receive during this period of time?

Dr. Crooxe. How much what?

Senator Kenneny. Money.

Dr. Crooxe. $106.,000.

Senator Kexnepy. For the whole program——

Dr. Crooxe. That was for studies 8 and 15.

I think the other thing that has happened, of course, is that un-
related to this we did in 1976, Sept. of 1976, generate formalized
guidelines for clinical trials in which we attempted to address some
of these questions. These are difficult matters of judgment. The
selection of an investigator, for example in our gunidelines

Senator Kennxepy. T do not understand that, why this is a problem,
to find out whether basic requirements of being licensed or being
in good standing, mean it is $106,000, it seems to me that those
basic kinds of issues or questions we are talking abont—whether we
have an institutional review committee and informed -consent,
whether investigator is in good standing, whether the facility from
visual observation is one that this can be done, the types of population
you are considering.

Those seem to me to be bread and butter type of issues or questions
to deal with.

Dr. Crooxe. Well, there are many institutions, many places where
studies are done, where there are not Human Research Committees
establiched. Tt depends on the kind of question one is asking and the
kind of drug.

For example, if one is looking at a new antibiotic in out-patient
situation, one might encounter the situation without a research com-
mittee. Yet, no Human Research Committee at this geriatric center
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is at least to me at this point not terribly surprising, because T doubt
that this geriatrics center was involved in clinical drug evaluation.
Nonetheless, these were appropriate age group patients for the
study.

Senator Kenxepy. What steps were taken to assure adequate
informed consent for this type of population?

Dr. Crooxe. There were guidelines for informed consent, informed
consent form, the general informed consent form was sent to Bristol
Laboratories. Other than that——

Senator Kexvepy. Nothing, because it is targeted in on a special
population, locked-door facility——

Dr. Crooke. Nothing that is'in the files.

Senator Kennepy. Was anything done, to your knowledge, in re-
viewing those files

Dr. Crooke. No. I was just reminded that there were families, I
think two, who wrote to Bristol after termination of the study
asking that the drug be continued because their family members
had responded. So we assume that informed consent had been ob-
tained in at least some of the patients.

There were no efforts to make sure that informed consent was ob-
tained from an individual competent to make the determination.
One of the problems with informed consent is that on the one hand
we are certainly required to assure informed consent. On the other
hand, we often encounter conflicts between rights of privacy and the
desire of physicians to not send informed consent because they do
not want patient’s names and records known on a general basis
versus the desire to have accurate information on the informed con-
sent.

Senator Kennepy. Did the patient’s physicians that were in that
facility know that this physician was using them in the study ?

Dr. Crooxe. I do not know that.

Senator Kenyepy. Just to get back briefly now to Dr. No. 7, were
you aware that Florida revoked his license the year before your
study ?

Dr. Crooxe. Bristol Laboratories was not aware.

Senator Kexxeoy. He worked for 12 other pharmaceutical com-
panies as well.

Dr. Crooxe. That is correct. Dr. No. 7 has a long history of work-
ing for pharmaceutical companies. Prior to initiating the studies on
butorphanol, which was an agent studied by Dr. No. 7, Dr. No. 7
had more than 100 publications and had a number of other credentials
which looked attractive. No one at Bristol Laboratories, so far as I
know, was aware he had had his license revoked in Florida. At the
time, of course, he was not residing in Florida.

Senator Kexyepy. We heard about the fact that physician No. 3
gave two investigational drugs—sometimes he gave two investiga-
tional drugs at once, and sometimes failed to maintain records of
dispensing the drugs, and it was inappropriate for patient selection
and misrepresentation of patients in case report forms.

Dr. Crooke. Let me explain the studies by Dr. No. 3 and Dr. No. 7.

At the time those studies were initiated, the intravenous new drug
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application for butorphanol, which was oral analgetic was being com-
pleted. In fact, there was very significant workload with more than
2,000—almost 3,000 case reports on patients who would receive
butorphanol intravenously and the NDA was filed with FDA. For
that reason, because of the workload, and also because the evaluation
of an oral analgetic is a difficult job, because it is rather subjective
evaluation again, we chose to employ external monitoring service, a
third-party monitoring service, because we felt we wanted to get these
studies done and were afraid we had inadequate manpower in the
house. Second, we thought it would be useful to attempt to replicate
data we had generated by a third party who would obtain investiga-
tors and design studies themselves, and avoid any potential for bias
by our desire to have a new agent.

As a consequence, we employed this third-party monitoring service.

The monitoring service, in fact, assigned the studies to these
physicians and monitored the. studies. Again, I am not in any way
attempting to suggest that our responsibilities are less—I am simply
stating what happened, which is that the monitoring service that
we employed monitored these physicians.

Now, Dr. No. 7 was selected by the monitoring firm, and what I
have to review is this curriculum vita, which is an acceptable CV—he
graduated from reasonable places, had done evidently a great deal
of work. He had publications in a wide variety of medical journals,
from the New England Journal to surgical journals of one sort or
another.,

At the time the monitoring service had some concern about Dr. 7’s
ability to perform an in-patient study inasmuch as he is an emergency
room physician. However, it was felt by the monitoring service that
this was a small hospital, and he had access to all post-surgical
patients, and that he would conduct the study.

Now, the study lasted for a very brief period of time, beginning on
Oct. 29, 1975, and terminating on Jan. 9, 1976. During the period of
the study, there were six monitoring visits made by the monitoring
personnel. As a result of the monitoring visits, it became obvious
that Dr. No. 7 was not adequately performing the study, and the
personnel in the hospital were inadequately trained to perform
the study. In addition, Dr. No. 7 experienced administrative dif-
ficulties in the hospital. Consequently, the study was terminated after
16 patients were enrolled.

So that is a somewhat different circumstance, at least from our
prospective and the situation with 3912,

Senator Kennepy. Was he fired from that hospital?

Dr. Crooxre. I do not know.

Senator Ken~eoy. Well, he was.

Dr. Crooxe. Well, that is not clear to me. I asked the people in-
volved with the monitoring service about it, and they were not clear,
and =o I am not sure. T assume that is the case, but I do not know.

What we were told was there were administrative difficulties in the
hospital. There was a change in hospital administrators and a
variety of other things that may have accounted for it.

Senator Kennepy. That accounted for what?
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Dr. Crooxe. He left the hospital.

Senator Kenneny, He left ?

Dr. Crooke. And during my review of this material in the informa-
tion that I had, it was unclear what happened there. Therefore, I
called the monitoring service that we employed to get information
from them, and it was their impression he had been fired from the
hospital, but they did not have any clear information as to why he
was fired and for sure that he had been fired.

Senator Kennepy. If that had been brought up earlier, would that
not have sent some signals off ¢

Dr. Crooxe. No. The study was terminated at the time he left the
hospital.

I should add that the results of the study have never been used for
anything except evaluation of adverse reactions, and these were
essentially nonsignificant, but they were included in the analyses.
No analysis of efficacy was attempted.

Senator Kennepy. Dr. Burns, how would you like to proceed.

Dr. Borxs. Mr. Chairman, we have submitted to you a document
which has outlined for your information the procedures that we use
at Hoffman-La Roche in our monitoring of clinical studies and also
in terms of adverse effects reporting, the role and functions of the
institutional review committee and informed consent.

I think the best thing to say is that we can let this stand for the
record and we can proceed to a discussion of investigator 9. We also
have submitted information on that as part of the record.

Senator Kex~epy. Your complete statement will be made a part of
the record.

Dr. Burns. First T would like to say that we share with you the
concern for proper monitoring of clinical studies. I feel that our
organization has developed a system that is capable of carrying
out and carefully monitoring clinical studies. The specific details of
how we carry this out are outlined in the document we submitted, and
we are prepared to submit additional data as to how we monitor
clinical studies.

I would like to commence by saying that I returned from Europe
last week and I was presented with this particular question of ap-
pearing this morning, so I spent a considerable amount of time re-
viewing where we are on investigator No. 9.

Senator Kennepy. The only point that I might add is that we noti-
fied the company two weeks ago.

Dr. Burns. I was away at that time.

Senator Kennepy. We are always glad to see you, but there was
someone else that we wanted to come down here.

Dr. Burxs, The point I wanted to make was that from my review
of the case, T think we operated in a responsible fashion in our
dealings with investigator No. 9. Let me elaborate on that point.

Investigator No. 9 is a senior staff physician at a Veterans Ad-
ministration Hospital who is responsible for two clinics and has
patient responsibility for several wards in the hospital. We carried
out two studies in the evaluation of the efficacy of a hypnotic drug
with investigator No. 9. The first study had two parts—that was con-




55

fused with three studies by the FDA witness but that is incorrect.
There were only two studies.

The first study had two parts and then there was a second study.

The first study, T would say, was uneventful in the sense that there
were no problems. There were the usual problems that one observes
in a clinical study, especially with a clinical investigator that may not
have had experience in a study of this particular type but our moni-
tors spent a considerable amount of effort insuring that this particu-
lar study was carried out. A case in point: the monitor was present
during the time when the first five patients received the drug.

The first indication that there was a problem came in early Octo-
ber of 1976. T would like to discuss what brought this about.

We observed what we refer to as a discrepancy in the lab results on
Oct. 1, 1976. This stimulated us to explore further the nature of this
particular discrepancy; and, from Oct. 1, 1975, through that month
and into the following month, there were a number of visits by vari-
ous Roche personnel to this particular investigator.

We attempted to obtain as much information as possible from this
investigator. One of the problems that we ran into, was the
question of securing the patient’s records. This varies from hospital
to hospital and institution to institution as to how difficult it is to
review patient records. We were able to review laboratory records
which investigator No. 9 had available in his office: but the actual
patient records, the hospital records, in terms of total review, these
were not available to us.

In the course of the review of this particular investigator, we were
struck by the fact that something surprising was happening. In the
first study that we carried out, the results were essentially consistent
with the results we obtained with other investigators in ferms of the
efficacy with the particular hypnotic. The patient received a placebo
for two nights and the drug for three nights. The first studies were
consistent, with the studies carried out by a number of other investi-
gators, but when we reviewed the efficacy data of the second study,
we found that during the placebo nights, the patients essentially had
no effect of the drug. However, when the patient was switched to the
drug, there was a remarkable effect. That alerted us, I should point
out that this was a three-way study in which we were comparing
our new drug against secobarbital as a reference drug and a placebo,
in an attempt to determine the efficacy of our new drug.

We found out that when a patient was switched to the active
drug, they had a remarkable efficacy. This made us go back and question
investieator No. 5.

We found to our surprise that he had notified the nurse monitor or
the person who was carrying out the study with him at the time when
the patient was switched from a placebo to an active drug. Those of
us who have been involved in clinical studies know that this is a
cardinal sin in terms of carrying out clinical studies because the
study is no longer a blind study. Therefore based upon this observa-
tion, we felt it necessary to terminate the study because of unconsci-
ous bias on the part of the investigator.
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We felt that this particular study would have no value whatever in
terms of determining efficacy of this particular drug.

We notified investigator No. 9 on November 24 of the termination
of the study. I should point out the first indication we had about
mnvestigator No. 9 was October 1, 6 weeks before and, subsequently,
the Food and Drug Administration was notified that we terminated
the study for unconscious bias.

I feel that we have operated in a responsible fashion in terms of
our dealing with this investigator, in carrying out this study.

I should like to point out something which might give a wrong
impression ; that was the question pointed out by Dr. Hensley about
the reinterpretation of laboratory data.

One of the problems that we get into when you carry out in-
vestigational studies is to insure that the studies that you do and
the information that you report to the Food and Drug Administra-
tion as to the efficacy of the drug is correct. We were permitted to
review the lab data from each of the patients in the initial study,
study No. 1, and we found that there were certain errors in tran-
seription; in other words, errors going from, you might say, the raw
laboratory data sheet over to the case report sheet, case report form.

These corrections were to make sure that these errors would not
exist in the case report forms. The only changes that were made by
Roche personnel dealt with making sure that the case reports were
accurate and reflected data in the patient’s records and these changes
were made available only with the knowledge of the investigator., So
I just want to be sure that there is an understanding of why those
changes were made in the case report and that was to bring the case
report forms in line with the raw data which was made available
to us.

Senator Kennepy. The point T would make there is that you
would have to see the patient’s chart in order to bring the case report
up to snuff?

Dr. Burws. This is a difficult problem, Senator, T think this is docu-
mented in the material that was submitted to you. We had con-
siderable difficulty in attempting to get information from the investi-
gator and also from some of the lab people at this particular institu-
tion relative to the lab data.

The investigator did have data in his laboratory which would
enable us to compare it against the case report.

However, we had many other questions that we would like to have
answered and we attempted to get those questions answered. We had
no reason to support that there was fraud or anything—we could
not prove it. The only thing we knew was that the study was no
longer a blind study. The study was no longer a controlled study, and
it was based upon that that we terminated the study.

Senator Kexnepy. Let me get into it.

If you say you have trouble getting information from the in-
vestigator—is that what you are saying here?

Dr. Burns. Yes.

Senator Kenxeny. If you have trouble getting information from
the investigator, why does not that send up flares? If you cannot get
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the kind of information that you want, it seems if you are going to
alter or change, or make the report, alter it to your conception of
what would be accurate, to do it without the patient’s chart would
not make any kind of sense,

If you were not able to get the patient’s chart, it seems to me you
would want to raise that point as reflecting a good deal more on the
integrity of the study rather than the question of whether the night
nurse knew about the switch.

Dr. Burns. I think I can answer that,

In the initial study, study No. 1, we were able to get——

Senator Kenxepy. Before we get into study 1, the studies that were
supplied here in Dr. Hensley’s testimony were the at-random selection
of those patients involved in the three studies or the two studies—you
know, we do not want to get caught up in words.

As Dr. Hensley points out, the three studies. They do not draw a
distinction between one, two, and three and in each of those. in the
five or six examples in each one of those studies, they still follow the
same pattern in terms of receiving the Roche drug or not receiving it
and in terms of the other vital information on it.

We ought to settle that kind of issue at the outset, whether that is
your understanding or it is not vour understanding because, at least in
the information that was provided for us, we find a similar pattern in
each one of these three studies.

Dr. Burxs. Let me answer that, Senator.

I am surprised to see this information myself.

Senator Kexxrpy. If it is accurate, what does it mean to you?

Dr. Burxs. What T see here?

Senator Kexnepy. That is right.

Dr. Burxs. Well, there are several things. T really cannot under-
stand it unless T know more information.

Senator Kexxepy. Just on the information they did receive the
Roche drug or they did not; let us take that as a basic.

If that is accurate, what would you say about your monitoring
system ¢

Dr. Burns. T would say this. Senator, the case report form says
that the patient received the Roche drng. To the best of our knowl-
edge, the patient did receive the Roche drug in this partienlar study.

Senator Kexxepy. But you do not know whether they did or they
did not if they have not examined the patient’s chart other than tak-
ing the word of the monitor?

Dr. Burns. Examination of the patient’s chart presents a problem.
We were able to examine lab data which the investigator gave us to
examine which he had in his office, the raw data. We were not able to
examine the patient’s chart.

Senator Kennepy. We were advised that it was not accurate.

Dr. Burxs. In guestioning by our monitor of the investigator, he
had explanations for that. We had no way to check that. We had to
accept it,

Senator Kex~epy. You mean you accepted their explanations with-
out going behind it or reviewing it further?

Dr. Burns. We tried to get more information on this particular
point. We got a notice from the Veterans Hospital about the
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privilege of patients’ charts. We are not privy to information in a
patient’s chart.

Senator Kexxeny. If this is accurate—that they did not receive
the Roche drug, with all the elaborate mechanism which we included
in the report as part of your testimony, the monitoring process but if
in fact Investigator Hensley’s testimony in instance after instance,
were true, what conclusion do you draw in terms of the monitoring
process that is set up by Roche?

Maybe they have problems they just cannot deal with, but what
does it say about it at the present time?

Dr. Burns. I would say that if this is true, it means a patient has
not received the drug, then we do not have a study. I think that is
a definite statement.

I would think from the standpoint of our monitoring process, I
do not think it raises a serious question abont our monitoring process.
We examined and obtained information. This is the information we
got from the investigator.

Senator Kex~epy. I think you are right about your conclusion that
if they did not get the drug, the study is meaningless.

What does it say about your monitoring process?

Either you are satisfied with it or you are not satisfied, you have
to say how you can change it so it will be able to reflect the kind of
information that you ought to be gathering in order to make the
scientific information meaningful.

Dr. Burns. I think the answer to the question is that I think we
should have available more readily the full data of the patient in a
hospital chart. I think perhaps this should become a guideline that
we should become privy to because the investigator had the informa-
tion in his office. These are the things he showed us. We did not have
the privilege of reviewing the hospital chart.

Senator Kexxepy. If this is the circumstance in this case, what do
we know about any of the others or the rest of the information,
other studies which yon have done? We really do not, I think, is the
Answer,

Dr. Burxs. I am not sure T understand.

Senator Kexnepy. If you have not been able to get the informa-
tion, if your monitoring system has not caught this or been able to
get the information in order to be able to give the assurance to the
Food and Drug Administration that what you represent to be an
accurate representation is accurate and your monitoring system does
not catch this kind of flagrant kind of situation of who got the drug
and who did not, then you are not really able to give us or state to-
day that with regard to other drugs that your system is any better for
those than it is for this?

Dr. Burws. I do not think T wounld accept that as a conclusion. I
would say that in our dealings with the investigator, the investigator
gives us information. The investigator obtains the information. We
make every attempt to make sure this is the appropriate information.
This information was examined and all the records which were given
to us by the investigator.

I think there are differences that exist in this institution that may
not exist in other institutions.
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hear today, presents many, many problems. I don’t think I would
generalize from this particular study to all of our studies.

Senator Kexxeoy. Well, could you not find out even with the rules
of the hospital certain information? Two of these patients were
never in the hospital, or were there 2 years later. Could you not find
that out? Two of them did not exist.

Dr. Burns. As I pointed out, in study No. 1, we asked to look at
the lab reports of the 30 patients in study No. 1. We saw the lab
reports on 30 patients in study No. 1. If he had two sets of records
we were not aware of them. We were not aware he had another set
of records completely different from the lab records. We certainly
did see the lab records in these patients in study No. 1. They must
have been there, or at least the records were there.

Senator Ken~epy. Well, of course, we know now that the lab re-
port was altered, or at least in error, not on the basis of the patient’s
chart, but for some other purpose.

How are you going to avoid this in terms of the future?

As to the fact situation which is described only for the purpose of
this question—there are other issues that—how are you going to deal
with 1t ?

How are you going to change your monitoring system ?

Dr. Burns. Let me just point out to you, Senator, as soon as we
had an indication that there was something unusunal happening—and
this only happened in early October—we made a concerted attempt to
get the facts, as much as we could, as outlined in the report which
was sent to you. Six weeks later, we terminated the study.

It shows that our monitoring system does work. I do not think
our monitoring system is in question.

Senator Kexneoy. What are they doing when they have these
conversations over the period? They go down and are monitoring
and chatting? Do they find out this kind of material? Do they find
out through your monitoring system ?

Dr. Burns. What?

Senator Ken~epy. That two patients were not in the hospital ; that
two of them were dead? Did you people develop that material ?

You have one investigator who is out there, and he may have
some additional support. I am trying to find out if your company,
with the resources it has, finds out this kind of information: and if
they do not, why they do not.

If they do, and find out additional information even beyond that,
all the much better. That is all we are trying to find out.

Dr. Burns, We did not have the opportunity to examine the pa-
tients’ charts as the Food and Drug Administration investigator did
in his examination.

Senator Kexzeny. Did the lab people give you any characterization
or give your people any characterization as to the accuracy of the
information ¢ 3

Evidently they told Mr. Hensley that there was altering by the
Roche people; that the lab work was not done. “

What did they tell you?
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Dr. Burxs. That there was altering by the Roche people?

Senator Kenyepy. No. That the lab work was not done in their
lab?

Dr. Burns. No.

We were told by the investigator that the lab work was done in
the lab there. To the best of your knowledge, that was the fact. We
certainly tried, and we had discussions with the director of the lab,
in an attempt to get further information.

There were a series of discussions that were outlined in the ma-
terial submitted to you. We took this matter seriously, and we ex-
plored it, and we proceeded in a rapid fashion. By November 24
we terminated the study.

Senator Kexnepy, OK.

Dr. Jacobsen?

Dr. Jacopsen. Mr. Chairman, if I may, I would like to submit our
prepared statement for the record, but to limit my reading of that
statement to the two particular investigators about whom certain
charges have been made.

Senator Kexneoy. OK. Fine,

It will be received for the record and included at the conclusion of
your testimony.

Dr. Jacossen. The first study was carried out by an investigator
of our choice, investigator No. 9, and involved the use of one of our
approved drugs in combination with an approved drug of another
company for the treatment of Parkinson’s disease.

This study was not intended, nor needed, for use in support of
any FDA application. The work performed by this investigator in
connection with our drug was monitored, and it appears to have been
conducted in a proper fashion with valid results.

Following this study, we were contacted by another drug manufac-
turer who was working with the same investigator in a similar test
for their product, also used in treating Parkinson’s disease.

The other manufacturer had become concerned that some of the
data they had received from the investigator might have predated
the comencement of their test. A more detailed comparison of the
earlier test data involving our product, with the data allegedly de-
veloped on the other manufacturer’s test showed such striking simi-
larity that it raised a question as to whether the investigator was
attemping to pass off our data as data from the second test.

This similarity, as well as further inquiries, led us to encourage
the other manufacturer’s notification of this possible irregularity to
the FDA, and to assist in the ensuing investigation. FDA Investiga-
tor W. Friedrich made a review of our data in September 1977; he
retained copies of those documents he judged pertinent.

We have no reason to suspect that the data developed in the earlier
test on our product was in any way invalid, based on the information
we had. The study was published by the investigator.

The second study discussing investigator No. 1, mentioned by the
committee’s staff, involved a neonatal administration of an Endo
drug, Naloxone, which counteracts respiratory depression induced
by narcotic analgesics.
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It had been previously approved for use in adults.

Unlike other antagonists, Naloxone counteracts the effect of nar-
cotics without itself having any narcotic action. It is essentially
free of side effects. Naloxone has provided the medical community
with a drug useful in life-threatening situations in the emergency
room, and also in the management of postoperative patients.

The protocol in this neonate study was developed by a reputable
investigator in collaboration with our company and was approved
by the institutional review committee at a respected teaching hos-
pital associated with a major university medical school.

Since this was one in a series of tests conducted to support the
extension of the use of this drug for younger age groups, a supple-
ment to our investigational new drug application was prepared and
submitted to the FDA prior to the commencement of the study;
however, I am embarrassed to say, through inadvertence on our part,
the protocol for this particular study was not forwarded to the FDA
until after the study had been started.

The FDA has raised no objection to our protocol prior to this
meeting or to the results obtained. This product has been approved
and is now widely used in all age groups, with lifesaving benefits.

Senator Kennepy. I don’t want to leave the record just there.

They indicated that they were not aware that these other steps
were going to be taken, the insertion of the balloon, the administra-
tion of oxygen and repeated dosages of Demerol.

Dr. Jacoesen. If you want, I will address myself to that.

Senator Kexnepy. If you prefer to continue all the way through,
you may. In terms of representing the position of the Food and
Drug Administration, it is important.

Dr. Jacoesen. My conclusion is “I will be willing to answer any
questions you may have.”

Senator Kennepy. Fine.

Dr. Jacoesen. As far as Demerol is concerned, this is a widely
used drug for the relief of pain which occurs during labor. It crosses
the placenta and may cause depression in the newborn.

As far as the dosing used in this study, if I can explain a little
more of the detail, perhaps there might be a better understanding
as to how the dosage was determined,

The subjects of this study were interviewed prior to the adminis-
tration of any Demerol. Upon delivery of the child, if this patient
had received a certain amount of Demerol within the dose range
stipulated in the protocol, then this infant would be continued in the
study. The important point here is that it is incorrect—the statement
that Dr. Hensley made. This protocol did not dictate the amount of
Demerol that the mother received.

The mother received Demerol according to her needs. The drug
Demerol was not administered to in any way impair the respiration
of these children.

In fact, the purpose of the techniques used here is to detect sub-
clinical depression in infants. The type of test used here, the CO.
response test, is the most accurate index of any drug depression of
the central nervous system and its effect on the respiratory system.

26-820 O=-T8 =5
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It is a standard test that has been used in adults and studied in
adults prior to this study.

The protocol stated that the mothers and infants to be included
would not have any complications during this pregnancy; that these
would be normal children—that excludes all premature infants—
that none of these children would require any major resuscitation. I
think as Dr. Hensley pointed out, the Apgar scores were used here.
They are a very crude measurement, although it is a widely used
assessment of the child’s condition.

In 5 minutes, these children were in the range of 7 to 10, as I
recall. You will find differences of opinion in various texts as to
what the significance of these scores are; but there are references
which will indicate within the range of 7 to 10 that the child is in
excellent health and those in the range of 2 and below have serious
disorders.

The other point that was mentioned was the use of the esophageal
balloon. The term itself conjures up all sorts of visions of what this
is like. This is a soft plastic tube similar to the tubes used for the
feeding of infants. At the end is a small latex bag, smaller than the
tip of my finger. This type of procedure is frequently used in infants
who have any type of respiratory distress syndrome. The purpose is
to measure the lung compliance since any abnormalities in lung com-
pliance might affect the child’s respiration. The tube is readily passed
by the mouth. It is frequently left in infants for a week. It presents
no discomfort to the child. The child may sleep with the tube in place.

Another mention is made of the use of oxygen.

To my knowledge, there have been no reports which have asso-
ciated the use of this amount of oxygen for this period of time as
causing retrolental fibroplasia. We are well aware of the connection
of oxygen with the retrolental fibroplasia. It is true that both the
esophageal balloon and the oxygen were not included in the protocol.
The investigator characterized it as an omission and we considered
it a significant omission. Nor was it included in the informed consent.

The investigator’s position is, the conclusion in his mind, as well
as the Institutional Review Committee, that this procedure did not
cause any risk to the infant and, therefore, these procedures were
not included in the informed consent.

With respect to the purpose of the placebo—Dr. Hensley has said
that half of a group of physicians might react to this as a horrible
procedure, and the other half, I don’t know.

This paper was presented at several meetings. In checking with
the investigator, there have been no critical comments of that sort
made to him.

The importance of the placebo here is: Without a placebo any
effects which may result following the administration of Naloxone
may be attributed to the spontaneous elimination of the drug Demerol
which produces this depression or due to the injection itself—that is,
just injecting a child may in itself stimulate respiration.

We have received no comment on this protocol until about July 28,
1977, as I recall, when we received a letter from Dr. Lisook of the
Food and Drug Administration indicating that several questions
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were raised regarding the study and would we provide certain ma-
terials which we agreed to provide.

We also asked Dr. Lisook if he would forward to us any questions
that were raised. We did not hear anything from Dr. Lisook or the
Food and Drug Administration on the study.

Those are the comments I have with respect to Investigator No. 1.

If you have any questions, I can answer those now or go on to
Investigator No. 9.

Senator Kexneoy. Noj; let us deal with this current situation.

I have to admire you, Dr. Jacobsen, for attempting to make a
very good defense for a very poor case.

You know the facts as they have been represented here—first of
all, your central responsibility in this whole program, I think it is
comfortable or convenient to point out that it is an investigator’s
responsibility, but you have very important responsibilities which
you glide right through.

One is the early startup of the study prior to the approval of the
program.

Two, I don’t see how you can justify this meeting your responsi-
bility of informed consent in view of the fact that the woman is in
labor when she has to make this judgment. It just defies me to feel
that that is the real meaning of what the purpose of informed consent
is; that an expectant mother can make an important judgment in
terms of the well-being of that infant at that time.

Then to suggest that this drug has any other purpose, as far as
you are concerned, than depressing the respiratory function—that is
the purpose of the drug; that is what you are doing, to deal with it.
That is why it is in the interest of your particular study and review
that the drug be administered. It has a depressing factor in terms
of the respiratory function and in terms of the infant and offering
the expectant mother the use of a Narcan or placebo that is utterly
useless,

Can you conceive of any mother in that cireumstance who would
opt for the situation where you depress the breathing of an expectant
child and then go for a placebo, which is virtually meaningless in
terms of addressing the physical problems of a child? It is absolutely
inconceivable to me that that happened to be the case, let alone the
other questions of the implantation of the balloon in the child’s stom-
ach with the additional oxygen that may be given the child that has
a completely different medical kind of effect. The testimony that was
left out you say it is the investigator’s judgment on it that you reached
a different conclusion.

You are the company. You have the responsibility to make the
judgment. You have the responsibility to oversee that investigator
and that just was not done.

We have to draw whatever conclusions we want in terms of your
monitoring system.

Are you not troubled by all this, quite frankly?

Dr. Jacossen. We are troubled by the deletion of certain steps in
the preparation of this protocol and that they were not included in
the informed consent.
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Senator Kexnepy. Here and now, are you not troubled here and
now by the fact that this informed consent was given while the
mother was in labor?

Dr. Jacossex. The informed consent was obtained in discussions
with the investigator at the same time they obtained other consents
in the hospital.

Senator Kenxeny. What does that say to you? Is that not worse?

Dr. Jacossen. These mothers are usually not admitted to the hos-
pital unless they are in labor.

Senator KenNepy. Why can you not do it in terms of the mothers
that are expecting to delivery over any period of time? Any hospital
has that.

Dr. Jacossen. Part of that

Senator Kex~epy. It is somewhat more inconvenient? More expen-
sive? What?

Dr. Jacoesen. Based upon the selection of the patient. The patient
has to meet certain criteria and that would not be known until the
patient has reached the stage of labor.

Senator KennNepy. You mean otherwise you could not have tested
this drug?

Or why would you not just go for a broad representation? Why
not throw out the net in a much broader and wider way and eliminate
the ones you do not need ?

Dr. Jacoesen. One could have done it that way.

Senator Kex~epy. In retrospect, what do you think?

Dr. Jacoesen. I am not sure, with this institution, with that in-
vestigator, or whether that would be proper.

Senator Kex~epy. You are the company, too. Are you turning it
all over to this Mr. Investigator? You must have some responsibility
on this; do you not think that?

Dr. Jacoesen. Yes. We certainly do. But in this particular case,
we have been informed that at the time these consents were provided
to the patient, that the patient was not under any particular distress,
Labor, as you know, is a series of intermittent periods of discomfort,
but there are periods in between.

Senator Kenxepy. But you don’t know whether they were given
during that period or not?

Dr, Jacossen. I do not.

Senator Kexneny, How do you know whether it was given then
or not?

Dr. Jacossex. I was told by the investigator I mentioned that at
that time they were not under the effects of particular drugs, or under
duress.

Senator Ken~Nepy. You will accept just that investigator’s state-
ment on that?

Dr. Jacossen. Right.

Senator Kexnepy. At a time when you are talking about virtually
the most vulnerable group in the society, the expectant mother and
the infant?

Dr. Jacopsen. I recognize the sensitivity of this area for any clini-
cal testing. Part of that must be balanced by test and whether this
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is, in fact, the best way to evaluate that drung. When drugs are indi-
cated for children of that age group, the Food and Drug Adminis-
tration requires that they be studied in that age group and that as
objective a method as possible be employed.

Senator Ken~eoy. That is right, but there is no suggestion that
the Food and Drug Administration believes that that is an appropri-
ate time for an informed consent in this type of a situation, 1s there?

Dr. Jacopsen. The Food and Drug Administration has not dis-
cussed this matter with us. I am just aware of the comments made
today.

Senator Kex~epy. All right.

Let us go with the other mvestigator.

Dr. Jacossen. The other investigator, number 9; as I have indi-
cated, we were contacted by another pharmaceutical company who
was aware we had conducted a study with this investigator on a
similar protocol and they noticed that there was some discrepancy
in his lab data and they asked for cooperation; and we did meet
with them and we did review this material with them.

Senator Kex~epy. The only thing in the question of the data sup-
plied—you must be troubled by the data itself now, are you not? The
fact of patient 18 and patient 19 patient 19 did not receive the Endo
drug. That was true on patient 19 as well?

Dr. Jacoesen. I note here that this refers to the patient’s charts
and dates in the hospital. These are basically outpatients.

Senator Kexnepy. Does that make any difference?

Dr. Jacossen. I don’t know whether this is only part of the record.

Senator Ken~epy. If they didn’t receive the drug, is it important
whether they were in or out?

Dr. Jacoesen. They took the drug.

Senator Kexnepy. I see. They took it outside?

Dr. Jacopsen. Yes.

Senator Kexyeny. But you would want to flag that if they said
they didn’t when they were in and yvou want to be sure they did
when they were out ? )

Dr. Jacossex. Right. |

Senator Kex~epy. Thank you.

Dr. Poos!

Dr. Poos. Mr. Chairman, T will dispense with any attempt to
read this. I will focus my attention on Investigator No. 10 and the
involvement of this investigator with one of our experimental drugs.

I would like to state briefly that this experimental drug is a
muscle relaxant and we first introduced it in the clinical trial in
July, 1974.

A number of clinical investigators have studied MeN-3113 in
phase T and phase IT clinical trials. An investigational new drug
exemption, IND, supplement was filed on May 21, 1975, with
Itm;{oshgator No. 10 as the investigator in an open-label dose ranging
study. : ;

The object of the study was to determine what the most effective
dose of the drug might be.

We were looking at, without getting technical about it. what I

would call low back pain that people suffer from after too strenuous
a weekend.
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This investigator was visited in his office by one of our physician
monitors prior to the beginning of the study to discuss the protocol
and conduct of the study.

A letter from the physician monitor to the investigator on May 16,
1975, confirmed the discussion about clinical supplies and the require-
ment for signed patient consent.

Clinical supplies were shipped May 22, 1975, and an updated IND
brochure for McN-3113 was sent June 4, 1975.

On August 5, 1975, at the completion of the investigation as called
for in the protocol, a clinical research associate, CRA, visited the
investigator and picked up 45 completed case report forms, each
signed by the investigator.

It was noted that a therapeutic response to the three dose levels
was seen and that nine patients had complained of mild side effects.

A letter from our CRA to the investigator on August 7 confirmed
that copies of the case report forms were being returned and en-
closed a drug return form with instructions for its use as is our
usual practice. The unused drug was returned August 11, 1975.

Approximately nine side effects out of 45 patients were shown.

This study was one of many.

About a year later, approximately in the early fall of 1976, as I
recall, it was about September, we had assembled the data from a
variety of investigations and came to the conclusion that our ex-
perimental drug did not have the degree of efficacy that we had
hoped for, so our conclusion was that under the test conditions that
we had used, the drug was not sufficiently efficacious that we should
proceed and we decided to pull back to the laboratory and find out
what the problem might be.

It was after that, and the earliest date that I can recall was early
October, 1976, that it came to our attention through another com-
pany, and this was the company that Dr. Goddard is associated with
and it was referred to by Dr. Hensley in his testimony, that they felt
they had a problem with investigator 10 and that they had reported
this problem to the Food and Drug Administration.

Obviously at that particular point in time, since we felt we had
no problem of note with this investigator, we went back and began
to assess the study that he had done for us. We did note, in looking
very carefully at the study, that the laboratory values perhaps did
not have as great a spread as one might expect, although T would
not eall this unusual, They were not all the same. but they were
extremely close.

More often, one finds a greater spread in laboratory values.

However, at this point in time, we had stopped our studies.

We knew the company that Dr. Goddard was associated with had
expressed a concern to the Food and Drug Administration, so having
closed out our work, we did not take any positive action in reporting
this to the Food and Drug Administration. So. very briefly, that
would sum up my comments,

I would be pleased to answer any questions that you might have,
Mr. Chairman.

Senator Kexnepy. The way that it has been presented here, Dr.
10 was brought to the Food and Drug Administration’s attention
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by the former Commissioner Goddard, and this is what prompted
the Food and Drug Administration to review the reports the in-
vestigator found that we heard here, found the possible inconsistency
in the data.

I am sure you have gone over it in some detail.

Then apparently, according to Dr. Hensley, the investigator him-
self agreed that it was pointed out by the Food and Drug Adminis-
tration in the study that had been submitted by MeNeil in a progress
report in support of your IND without qualification and that there
had been no corrective action.

Ividently, the investigator himself had, in responding to a con-
versation to Hensley, indicated that he thought there was an over-
whelming consistency as did the McNeil person, Dr. Goodard

Dr. Poos. I beg your pardon?

Senator KenNEepy. 1 guess it was another person, Dr. Seay. Yet
none of that was brought out to the Food and Drug Administration
in the IND report ¢

Dr. Poos. Well, officially, the data had been submitted. I think
what we are dealing with here is a subjective evaluation of what
constitutes perhaps a not unreasonable, unusual or unexpected or
surprising degree of consistency in a series of laboratory data.

Of course, it would take a very large number of laboratory data
and a statistical analysis, which we have not done and I am not sure
anyone else has, to determine what category this came in or how to
define it.

As I pointed out, we felt that in retrospect, in going back after
learning about the report by Goddard’s company to the Food and
Drug Administration and going back and looking—yes, we agree
that the data was maybe a bit unusual in its degree of consistency;
but all the numbers were not the same. There are variations.

Senator Kexxeoy. Many of them are substantially the same. It is
difficult to tell. You would say in the first 12 case studies; for
example, in the hemaglobin, 12 of them—of the first 12, if 10 are
exactly identical, T do not know whether 10 out of 12 identical ones
is an extraordinarily high veflection of consistency or whatever it is;
but the fact remains when this was brought up, even though it was
recognized by one of your own people, Dr. Seay of MeNeil, in terms
of the remarkable consistency, you did not feel there was any kind
of responsibility to communicate that to the Food and Drug Ad-
ministration ?

Dr. Poos. No. 1, at that time, they already knew it.

No. 2, the main reason was that our program had terminated. We
did not feel the responsibility to record that perhaps the variations
in the clinical laboratory values were not as great as one might
expect under normal conditions. This depends upon the laboratory
and the number of patients. Obviously there are a number of factors
involved in it,

Senator KenNepy. For the record, our subcommittee is considering
some very extensive drug legislation to deal with a variety of different
problems that we have seen over a period of time and we also have
the issue of the human experimentation that is before the Congress.
We passed that in the Senate, extending it to other agencies, to the
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Department of Defense, as well as the CTA and it is before the House
Committee; but it seems to me as clear as the nose on my face that
there is an essential responsibility for the continuing responsibility
for establishing the protection of human subjects, and that this issue
which was so dramatized to all the American people with the
syphilitic studies and the Ralph girls and the experimentations of
the CIA and the DODj it is a continuing issue of great urgency and
importance, and one which requires the kind of overview and the pro-
tection that the panel can provide. )

We welcome the opportunity to work closely with all the agencies
so that, hopefully, they will follow the example of HEW in estab-
lishing a similar panel. 3

This has been an issue of great interest to our committee, to
Senator Schweiker, to Senator Javits, who called me before the hear-
ings and said that he was enormously interested in the course of
today’s hearings. He has been a strong supporter on that particular
issue.

The second question, of course, is the information that is being
made available to the Food and Drug Administration. We men-
tioned earlier in the course of the hearing that we cannot expect
the Food and Drug Administration to do its job if the information
it is going to iet 1s faulty and inaccurate; 1if it is misleading or
misrepresents the facts or is scientifically faulty. We just cannot

expect them to make the judgment to protect the health of the
American people that is essential.
We have seen in the past, over the period of these past few years,

where information on drug testing in too many instances was false
and inaccurate on animals. That was a matter of great concern to us.

The establishment of the review mechanism within the Food and
Drug Administration to review human experimentation in the early
and preliminary sense, they again are showing some extraordinarily
and disturbing trends.

As I mentioned earlier, we cannot tell the extent of it at this hear-
ing, but we are distressed by what we have found out in the course
of this hearing and we are completely committed to insisting that
the information that is going to be provided and reviewed by the
scientists is going to be accurate and to conform to the scientific
evidence, and that those who are going to be making judgments on
this are going to be scientifically competent to give the American
people the kind of protection that they are entitled to.

We want to work closely with the Food and Drug Administration
and the private sector. We believe it is in their interest as well as
in the interest of the American public to see that that is achieved
and accomplished and the next few days, few months, few years, are
going to be critical in terms of this issue,

We are going to need the help and support of all who have a
re*sg)onmbllity in this area.

S0, gentlemen, we appreciate your presence here this morning. I
thank the Food and Drug Administration and Dr. Hensley.

[ The prepared statements of Commissioner Kennedy, Dr. Cooke, Dr.

Jacobsen, Dr. Burns, Dr. Poos, and other material supplied for the
record follows:]
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I am Irwin J. Pachter Ph.D., Vice-President for Research
and Development for Bristol Laboratories. 1 have asked Stanley T.

Crooke M.D., Ph.D., Associate Director of Re

earch and Development to

review our current clinical research practices and our continuing
efforts to improve the quality of our clinical research. Additionally,

because other medical monitors directly responsible for the studies
J r

under review are no longer employed by our company, 1 have also

1

asked Dr. Crooke to prepare an independent appraisal of these

studies.
Dr. Crooke joined Bristol Laboratories in 1975 to direct our
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Bristol Laboratories on September 14, 1976, established Guidelines

for Good Clinical Resear

exceed the ndar published by FDA months later.

essence, we believe that good clinical research requires

adequate pe ice in five broad types of endeavors. The firsc step

in the performance of good clinical research is the careful design

of protocols ! accurately define the characteristics of the
subjects, and the tasks to be performed. Second, it is essential

to select a qualified investigator. Third, each study mustc be
carefully mon 2d to assure compliance with protocol, and to errange
for any necessary revisions. Fourth, the data must be analyzed
carefully and out bias. Fifth, accurate records must be mai

to document t! activities.

First, we established an intramural protocol review corm
which must approve all protocols prior to initiation of studies.
Included in these protocols are minimum guidelines for informed
consent. We also require that names and titles of all members of a
testing institution's human research committee must be provided to
Bristol Laboratories.

Second, we have established minimum standards for the selection
of investi . Whenever possible, we attempt to employ academic
clinicians w 2xperience in the scientific areas involved. In
our opinion, this is one of the best methods of assuring both a

competent investci and a functional an research committee.




However, when questions we m ask cannot be answered by an
academician, we must rely on other tvpes of investigators.
Third, we hav blish tandards Zor monitoring methods,

including freguent visits to testing sites at the initiation of

studies as a sa uard against continuation of an inadequate study.

The Guidelin 11s0 require that, when appropriate, registration
forms be sub ed to the Bristol Laboratories' monitor promptly
after enrollment of each patient in a study, and the rapid evaluation
of each case - it is received by the monitor.

Adverse lons are particularly scrutinized, and investi

required port by telephone any unexpected or alarmi

rse effects to the monitor within 24 hours. The monitor's hoze
telephone number is provided, should the investigator need to contact
the monitor after normal office hours.

The question of whether to employ a professional monitor
is complex. Certainly it is of value to erploy such a firm {
inadequate manpower in-house would result in inadequate moni
It may also be of value to occasionally replicate intramural data
extramurally. However, the desire to avoid any danger of biasing the

vice or investigators must be balanced against the

responsibility of the sponsor to assure corsliance with the regulations

of ethical, scholarly studies.
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Bristol Laboratories is a Division of Bristol-Myers Company located

in Syracuse, New York. We have been asked to appear, Senator Kennedy, by a

member of your staff, Mr. Walter Sheridan. Mr. Sheridan indicated that the
Subcommittee is interested in our comments on 5.2579, a bill to amend the
Public Health Service Act to establish the President's Commission for the
Protection of Human Subjects of Biomedical and Behavioral Research and our
relations with three investigators whose work has been submitted to the Food

and Drug Administration by Bristol Laboratories.

Our statement is divided into three parts: First, comments on
§.2579; Second, a description of the practices and procedures followed by
Bristol Laboratories personnel in conducting clinical trials; and Third,
a presentation of information about the studies conducted by the three

investigators.
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As a pharmaceutical firm engaged in research activities which
involve the use of human subjects, we are vitally interested in
legislation affecting the conduct of research and are pleased to
make our views known. Since the President's Commission for the
Protection of Human Subjects of Biomedical and Behavioral Research
would succeed the National Commission and have broader jurisdiction
with expanded membership, the Commission would have a significant
impact on the way research is conducted in this country.

We support the expressed objective of helping to assure that
human subjects are adequately protected. As you said last year in
introducing S. 1893, " (T)his Nation has always had a biomedical
and behavioral research program second to none, The Commission gives
this Nation a policy for the protection of human subjects of research
second to none."

We, as a company, believe that the conduct of research carries
with it grave responsibility to safeguard the rights of those who
receive experimental therapy. It is clear that responsibility is
shared by the clinical investigator, the drug sponsor, the institu-
tional review committee and the Food and Drug Administration.

Certainly, there are occasions when someone other than those directly

involved can make a meaningful statement of standards which society

believes should be met if the rights of thase receiving experimental

drugs and devices are to be fully protected.




We have studfed the proposed bill to establish the President’'s
Commission for the Protection of Human Subjects of Biomedical and
Behavioral Research and note that the Commission will study require-
ments, review rules and policies, analyze and evaluate technological
advances and their implications, consider resource allocations,
publish and disseminate recommendations, consider moral and ethical
principles governing use of technology in medical practice and per-
form other like tasks. 1In principal we are in favor of the work
proposed for the Commission. Its efforts should lead to continual

suggestions for improvement of procedures in a field in which our

knowledge continues to grow and our standards continue to require

change.

We would be pleased to see the Commission also devote a part
of its efforts to the subject of assurance of compliance by clini-
cal fnvestigators. The Commission is asked to "undertake a s tudy
to identify the requirements for informed consent by patients
before they receive any medical treatment” but it is not asked to
address the subject of investigator compliance with informed con-
sent. As an industrial sponsor of clinical investigations we have
found that probing of matters relative to informed consent com-
pliance frequently runs counter to mechanisms which have been
designed and established to “safeguard the privacy of research subjects”
and "ensure the confidentiality of patient records”.

The question of the adequacy of Institutional Review needs
to be addressed. The qualifications of reviewers and documenta-
tion of peer review discussions are almost never available to
industrial sponsors of new drug studies. Yet we are asked to
assume some responsibility for the integrity of the clinical inves-

tigator and provide some assurance that a proper Institutional

Review has indeed taken place.







As a sponsor of clinfcal trials, Bristo]l Laboratories assumes
several responsibilities. Paramount i hat adequate safeguards be
established 3| ze the safety of the experimental subjects.

Although rarely d, a benefit to risk determination must be

made for each subject enrnlled in each study, and only the most
fastidious care can ensure that each subject has the most positive
benefit to risk ratio. Certainly, adequate and accurate data in
experimental animals are requisite, and it is essential that clinical
development of compounds proceed in a logical order with each study
building on data generated in previous studies. To do this effectively,
we believe an overall research plan (which we call a clinical operational
plan) is essential, as well as well designed protocols, and adequate
clinical investigators.

A second responsibiifty 1s to protect the rights of subjects em-
ployed in clinical trials. This can only be accomplished by providing
accurate unbiased information to each subject. Clearly, the difficulties
encountered in providing meaningful informed consent are substantial, and
have been the subject of much discussion. Suffice it to say that we be-
1feve it 1s the sponsor's ligation to provide guidelines for informed

consent for each study, and to attempt to assure compliance by adequate

monitoring.
A responsibility which 15 more difficult to define, but certainly

of significance is the responsibility to perform clinical experiments

generated by rational scientific goals, with meaningful objectives.

To perform studies which may have an impact on the scientific develop-

ment of a particular drug or class of drugs, with a carefully constructed




protocol, and excellent fnvestigators with an interest in the science
as well as the medicine involved in the studies, assures the subject
that he/she is participating in an effort which will generate the most
useful information per subject.

To attempt to improve the quality of our clinical trials, and to
assure ourselves that each of the clinfcal trials sponsored by Bristol
Laboratories meets the minimum standards necessary to maintain our
responsibilities, we at Bristaol Laboratories adopted guidelines for
good clinical research practice on September 17, 1976. These guide-
lines were adopted well in advance of publicatfon of the proposed
guidelines of the FDA, but with a few minor exceptions exceeded the
requirements later proposed by the FDA. The Bristol Laboratories
guidelines have been amended during the months since their adoption,
and are currently undergoing extensive revision to reflect our re-
organization, an effort to strengthen certain aspects such as informed
consent, and to improve documentation procedures in compliance with
the proposed FDA guidelines. However, we have incorporated relevant

portions of those guidelines to provide to the committee an overview

of our practices. We shall be pleased to provide the revised guide-

1ines when the revision is complete.
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JOB DESCRIPTIONS

I RESPONSIBILITIES

A. Director Medical Research

The Director of Medical Research is responsible for the
overall function of the medical research group. The
Director of Medical Research reports directly to the
Vice President and Director of Medical Affairs.
1. Personnel
The Director of Medical Research {s responsible for
selecting employees, and for personnel decisions in-
cluding promotions, assignation of responsibilities,
salary determinations, and terminations.
Budget
The Director of Medical Research fs responsible for
developing the yearly budget as well as more protract-
ed budgets. He is also responsible for budget admini-
stration.

Clinfcal Operational Plans

The Director of Medical Research is responsible for

the generation of clinfcal operational plans for all
new drugs to be developed clinically.

Protocol Review

As Chairman of the Protocol Review Committee, the
Director of Medical Research is responsible for review,
criticism and approval of all protocols for clinical

research.

Reports of Clinfcal Studies

The Director of Medical Research is responsible for




(Job Descriptions)

I A . reyview of all reports on clinical studies. He 1s
responsible for verification of accuracy, and deter-
mination of the adequacy of the report. He may of
course write reports also.

Protocel Design

The Director of Medical Research may design protocols,
and is responsible for advising other personnel in the
generation of clinical protocols.

Clinical Monitoring

The Director of Medical Research is responsible for

the supervision of the monitoring of all studies, and

may directly monitor some studies.

Liaisan with the FOA and other Requlatory Agencies

The Director of Medical Research is responsible for
preparation of presentations to the FDA, communications

with FDA, and assuring that FDA regulations are met.

Associate Director of Medical Research

Associate Directors of Medical Research are responsible for
the conduct of research within specific pharmacologic classes
of drugs. The positions' responsibilities are similar to
those of the Director of Medical Research except that they
encompass a narrowér sphere. Associate Directors report

directly to the Director of Medical Research. Reporting to

Associate Directors are clinical monitors, and medical re-

search associates. The Associate Director of Medical Re-
search for each class of drugs is 2 member of the Protocol

Review Committee.




(Job Descriptions)

Assistant Director of Medical Research (clinical monitor)

The Assistant Directors of Medical Research are responsible
for the conduct of clinical research on specific drugs with-
in a class of drugs. They report directly to the Associate
Director for that class of drugs, and may have medical re-
search associates reporting to them. Their responsibilities
are primarily the monitoring of clinical studies.
1. Protocol Design
Assistant Directors of Medical Research are responsible
for generation of necessary protocols for specific stu-
dies.
Investigators
Assistant Directors must acquire capable investigators
for specific studies.

Clinical Monitoring

The clinical monitoring for each study is specifically
the responsibility of the Assistant Director assigned
to that study.

Reports of Clinical Studies

Assistant Directors must prepare interim and final re-
ports on all studies assfgned.

Protocol Review

At the discretion of the Associate Director to whom an

Assistant Director reports, the Assistant Director may

be involved in review of protocols generated by other

clinical monitors.




(Job Descriptions)

Medical Research Associate

The Medical Research Associate works under the close super-
vision of a clinical monitor. The Medical Research Assocfate
has primary responsibility for the management of clinfcal stu-
dies.

1. Acquisition of Investigators

The Medical Research Associate is required to interest
qualified investigators in participating in clinical
studies.

Monitoring of Clinical Studies

The Medical Research Assocfate is responsible for super-

vision of ¢linical studies, coordination of shipment of

supplies and coding demographic data from case reports.

Reports of Clinical Studies

The Medical Research Associate participates in the
generation of reports on clinfcal studies,
Protocol Design

The Medical Research Associate participates in the

development of protocols for clinfcal studies.

I1 QUALIFICATIONS

A.

Director of Medical Research

The Director of Medical Research must have M.D. or M.D.,
Ph.D. degrees, and adequate clinical and scientific ex-
perience to direct clinical studies. In addition the direc-
tor must have adequate administrative experience and ability

to direct a group of scientists.




(Job Descriptions)

11

QUALIFICATIONS

B.

Assocfate Director of Medical Research

Associate Directors of Medical Research must have M.D.,

or Ph.D. or M.D., Ph.D. degrees, and adequate clinfical

and scientific experfence to direct clinical studies on
drugs of specific classes. In addition, associate direc-
tors must have adequate administrative experfence to direct
a small group of scientists.

Assistant Director of Medical Research

Assistant Directors of Medical Research must have M.D. or
Ph.D. or M.D., Ph.D. degrees, adequate clinical and scienti-
fic experience to direct clinical studies on one or several
drugs of a specific class.

Medical Research Associate

Medical Research Associates must have a B.S. or M.S. or Ph.D.
in chemistry, microbiology, or biologically related areas, or

a Pharm. D. degree, and substantial scientific experience.

For persons with a B.S. or B.A. degree, at least six to efght

years of post-college experience in a scientific position re-
lated to pharmaceutical manufacture, research, or sales, or
experience in an administrative position involved in process-

fng products from research to marketing required.

Persons having an advanced degree must have at least two to
three years experience fn a health science profession, or

pharmaceutical research.




I PROTOCOL REVIEW COMMITTEE

A. Objectives

1. The principal objective of the protocol review committee

fs to assure that all protocols are of adequate quality

to assure patient safety, functional clinfcal studfies,
and generation of data relevant to corporate objectives.
An additional objective is to assure that all protocols
meet minimum standards of format.

The committee also serves to improve communication be-

tween varfous groups in Medical Research.

The committee is responsible for review of final reports
of clinical studies, as well as the initial protocols.
Thus, the effectiveness of protocols can be assessed,
and in addition suggestions for improvement of future

studies may be generated.

Committee Membership

1. Chairman

The Chairman of the Protocol Review Committee is the
Director of Medical Research, or another fndividual
appointed by the Vice President for Medical Affairs.
Members
a. Vice President of Medical Affairs
b. Associate Director CHS Drugs

Associate Director CY¥5 Drugs

Associate Director Antitumor Drugs

Associate Director Antibiotics

Director of Bfostatistics

Director of Regulatory Affairs




(Protocol Review Committee)

I C. Function

1. After being written and thoroughly reviewed by members
of the group involved in the study, eg., the CNS group,
and the Bfostatistics group, the protocol is submitted
to the committee.

The protocol is then distributed to the members of the
committee.

Within 5 days each committee member must submit comments
and criticisms of the protocol to the chairman and to
the author of the protocol

The author of the protocol and each member of the com-
mittee discuss the criticisms and agree on changes,

A revised protocol 1s submitted to the chairman of the
committee.

The chafrman determines if the revised protocol meets
the criticisms of the committee members.

The chairman of the committee signs the appropriate
study commitment form to allow initiation of the study

(Exhibit 1).

General Protocol Format

Index
I Introduction (including rationale)
I1 Objectives

Drugs
A. Formulation

B. Stability

Instructfons for preparation for administration

Lot Number




(Protocol Review Committee)

1 D. IV Subjects

Planned number of subjects

A.

B. Elfgibility criteria
C. Exclusfon criteria
D.

Discontinuation from study criteria
¥ Study Design
A. General type of study
B. Schedule of events
1. Flow chart
2. Treatment schedule
€C. Study Parameters
D. Biostatistics
1. Stratification methods
2. Randomization methods
3. Types of controls
4. Planned methods of statistical analysis
¥YI Definitions

Vil Data Generation and Processing

A. Instructions for preparing case reports

B, Instructions for specimen collection and handling
C. Mailing instructions

D, Bristol Laboratory monitor address

YII1 Reporting of Potentially Serious Adverse Effects

IX Regulatory Affairs
A. Guidelines for informed consent
B. Human research committee review

C. Drug and supplies records




(Protocol Review Committee)

D. Requirements for maintenance of patient records
E. Investigator's facilities
References

Appendices
Case Report Forms

I1 CLINICAL MONITORING

A. Protocol Generation

Literature review

The initial step in protocol design is the literature
review. During this review, published 1iterature rele-
vant to the drug to be studied, as well as in-house
data on the drug to be studfed, are reviewed. Consul-
tatfon with experts is encouraged also.

First draft

The first draft of the protocol is submitted to the ap-
propriate Associate Director of Medical Research, other
members of the group., Biostatistics, and 1f desired, the
potential principal investigator. After revision, the

protocol is submitted to the Protocol Review Committee.

Protocol Review Committee

The protocol is submitted to the protocol review com-
mittee (see Sectfon 1). After criticisms are indicated,

the final revised protocol may be employed.
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B. Monitoring of Studies

1. Selection of Principal Investigator

The principal investigator is selected after thorough

evaluation and several interviews. The principal in-
vestigator must have the following characteristics:
a. Competence
The principal fnvestigator must have demonstrated
competence to do clinical studies by prior publi-
cations, and/or previous experience.
Interest
The principal investigator must demonstrate interest

in the study drug, and in collaborating-on the specific

study being considered,

Patient population

The principal investigator must have access to ade-
quate numbers of appropriate patfients.

Facflities

The principal investigator must have adequate facilities

to perform the study.

Inftiation of Studies

The initiatfon of a study is preceded by conferences with
the principal investigator, and key members of his staff
concerning the protocol and the conduct of the study. In
most cases, the principal investigator is visited by ap-
propriate Bristol Laboratories staff prior to initiation

of the study.

The Medical Research Associate 1s often involved in the

preliminary discussions with potential investigators
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2.

Preliminary discussions are often initiated via a tele-
phone call. Subsequently, if the reply of the investy-
gator is favorable, appropriate data are forwarded to

the investigator. This 1s usually followed by a visit

to the potential investigator, and discussions concern-

fng the proposed study, the budget, the protocel, and
various regulations. This meeting may be attended by

the medical monitor. If the potential investigator agrees
to do a study, and the medical monitor agrees that the po-
tential investigator is adequate, and the budget is reason-

able, the development of the study proceeds.

Necessary FDA forms are compiled and submitted to the FDA
fn the IND prior to initiation of the study. The neces-
sary forms finclude:
1. Original Protocol (signed by the principal investi-
gator);
2. FDA form 1572 or 1573;
3. Copy of Patient Consent Form;
4. Curriculum Vitae for principal investigator and
any other M.D.'s working with him;
5. Review Committee approval (together with a 1ist of

committee members and their titles.

No study drug may be shipped prior to submission and FDA
approval of the IND.

During the initial phases of the study, the study s
monitored closely by frequent phone calls, and, if

necessary, visits with the principal investigator,
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B. 2.

The first several case reports are reviewed carefully,
and any problems encountered are discussed with the
principal investigator. The rate of patient accrual,

and the percent evaluable cases are estimated at the
earlfest possible time.

Interim monftoring

Monitoring of studies continues during the conduct of

the study. Case reports are coded and forwarded to
Biostatistics. Adverse reactfons are closely monftored,
and reported, The adequacy of the principal investigator

is assessed according to the following criteria:

a. rate of Patient accural
b. adequacy of case reports,

c. cooperativeness.

Any modifications made in the protocol are formally
added to the protocol as addenda, These addenda are
submitted to the Protocol Review Committee with an ex-
planation of the changes and the ratfonale. Under no
circumstances are changes in protocols to be made in-
formally, or verbally without confirmation in writing.

Protocol revisions are submitted to the FDA.

When a formal change in the protocol is made, that change
is indfcated in a letter to the investigator which in-
cludes the relevant sections of the protocol, and the

addendum submitted to the Protocol Review Committee.

Appropriate interim reports are submitted to the FDA.
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C. Final Reports
1. A1l completed case reports are submitted to Bristol

Laboratories.

Each case report is evaluated by appropriate Bristol

Laboratorfes staff.

a. The Medical Research Associate usually has respon-
sibility for logging case reports, and for initial
evaluation.

The evaluability of the case report is determined

by rules defined in the protocol.

The Medical Research Associate is usually responsible
for encoding the case report.

The evaluation of the Medical Research Associate is
checked by the Clinical Monitor, and immedfate con-
sultation on all case reports about which there are
significant questions occurs.

The Clinical Monitor is responsible for verifying

the accuracy of the initial assessment of the Medical
Research Associate.

Case Reports are entered in the appropriate Data Banks.

a. The computer program fs established such that frequent

edits for errors are possible.

Each case report detected in an edit is reviewed by
the Medical Research Associate and the Clinical Moni-
tor.

1f necessary, the principal fnvestigator 1s contacted

to resolve discrepancies.
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c.

3. d.

Should there be differences of opinion between the
Bristo]l Laboratories monitors, and the clinfcal in-
vestigator which are unresolvable, the most conserv-

ative opinfon will be accepted, eg., should the clini-

cal investigator feel that a patient responded, but
the Bristol monitor feel that, on the basis of the
case report, no response was induced, the patient

will be labeled a non-responder.

4. A Monftor's Report is prepared.

The Medical Research Associate may be involved in
the development of the monitdr's report.

The monitor's report will be written, and/or approv-
ed by the appropriate clinical monitor.

The monitor's report is submitted to the appropriate
Associate Director of Medical Research, and then to
the Director of Medical Research, the Protocol Re-
view Committee and other appropriate individuals for
review.

The approved monitor's report is submitted to the

clinfcal investigator.

A Statistical Report is completed.

a.

The statistical report is submitted to the Director
of Biostatistics.

After approval of the report the Director of Bio-

statistics submits the report to the clinical munilor,

the Protocol Review Committee, the Director of Medical
Research, and other appropriate individuals for re-

view.
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C. 5. ¢. After approval, the statistical report is submitted
to the clinfcal investigator.
Principal's Investigator's Report is completed.
The Principal Investigator's (clinfcal investigator's)
report is reviewed by the appropriate Medical Research
Associate, and Clinical Monitor.
Any differences between this report, and those gener-

ated by Bristol personnel are discussed,

A1l reports are collated, and discussed, and subsequently

submitted to the FDA,

ADVERSE REACTION REPORTS

Adverse reactions are frequently reported for both experimental
drugs, and marketed drugs. It is essentfal that all adverse re-
action reports be handled appropriately.
A. Unusual, unexpected, or life-threatening adverse reactions.
1. Definitions
Unusual or unexpected adverse reactions are adverse
reactions which are different from those described in
the OPC for marketed drugs. For experimental drugs,
reactions which are not predicted by animal toxicolegy,
or previous clinical studies are considered unusual or
unexpected.
If the adverse reaction is reported by telephone, the
telephone call is logged.
If the adverse reaction is reported by letter, the receipt
of the letter is logged, and the letter fs filed in the

adverse reaction file for that drug.




111

ADVERSE REACTION REPORTS

A.

4.

The reporting physician is requested to complete a FO-

1639 form, and to send details of the reaction, and a

complete case history within 5 days (see Exhibit 2).

The adverse reaction is discussed with a Bristol La-
boratories physician.

An adverse reaction report is filed with the FDA within
5 days after receipt of all pertinent data.

The reporting physician is encouraged to publish, as a
note, the adverse reaction in an appropriate journal if
the reaction is deemed novel or significant enough to

warrant a publication.

Expected, less significant adverse reactions

1+

Any adverse reaction reports which are not classified

as indicated in Section IIIA are included.

If an adverse reaction is reported by telephone, the
telephone call is logged.

If the adverse reaction is reported by letter, the re-
ceipt of the Tetter fs logged, and the letter 1s filed
in the adverse reaction file for that drug.

The reporting physician is requested to complete an FD-
1639 form, and to send details of the reactfon and a
complete case history.

The adverse reaction 1s discussed with a Bristel Labora-
tories physfcfian.

The completed adverse reaction report is filed in the
adverse reaction file for that drug.

All adverse reaction reports are filed with the FDA with

the yearly report on the drug.
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DATA HANDLING

A1l data are considered relevant, No data are discarded.
A1l case reports are filed according to drug and study
number.

Data are entered in appropriate Data Banks.

In the event a Data Bank is not available for a

specific study, the data are filed according to drug and
study number only.

A1l original case reports are stored for a minimum period
of 2 years after NDA approval, or for 2 years after comple-

tion of the study.

DATA PROCESSING

A.

Introduction
The Biostatistics group interacts with clinical personnel
in the department of Medical Research to assure that con-
clusfons drawn from clinfcal studies are statistically
sound. This interaction extends to the design of studies, all
phases of data collection and processing, analysis of data,
and interpretation of results.
Assignments
1. Professional Staff
The department head shall assign work on a project basis,
ife., one statistician shall be responsible for the depart-
ment's share of work on all phases (1-111) pertaining to
a given formulation (for example, Oral Butorphanol).

The following information shall be maintained on file:

a. Drug and formulation
b. Study number (see....for assignment of study numbers)

c. Clinical monitor(s)
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B.

Ts

d. Statistician{s) assigned
e. Date of protocol approval
f. Study completion
1. expected date
2. date last data received
Statistical Report
1. date promised
2. date delivered

Secretarial-Clerical

Secretaries will be assigned data handling responsibilities
also on a project basis. In case of need to do so, priori-

ties will be set by the department head. General office

work, correspondence, filing, etc. will be performed by

the department head's secretary.
cal & Data Handling Functions
Study Oesign
Each clinical study shall be performed according to a

written protocol. Guidelines for content and format are

given in Secti

The idy monitor(s) shall discuss a proposed study and/or
its protocol with the statistician assigned to the drug

project.

The resulting draft of the protocol shall then be sent to
the Review Committee, of which the Head of Biostatistics

is a permanent member. He will review the proposed proto-
col or ask the statistician assioned to the project to re-

view it.
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C. 2. Protocol Review
The secretary to the Head of Biostatistics shall date-
stamp all transmittal memos and cover sheets of protocols
received for review and keep a log of review functions
(see below). She/he shall also assign a study number at

this time.

The Head of Bifostatistics or designee shall review the
protocol and submit comments written in memo form and/or
on the protocol itself within 5 working days of receipt,
to the study monitor and the chairman of the review com-
mittee.
a. Log of Review Functions
The log of the review functions shall contain the
following information:
1. submission (or re-submission) of protocol (date)
2. idndividual assigned to review
3. date of submission of comments
4. date of protocol approval.
b. Document Retention
The reviewer shall keep all unmarked pages of the
protocol in his files until receipt of final (approv-
ed) protocol (marked pages to be sent to monftor,

chairman).
The approved protocol shall be filed, together with

the preceding comments, by the secretary to the Head

of Biostatistics.
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3.

DATA PROCESSING

Data Collection

A1l data obtained in any study shall be recorded on
appropriate forms and collected by the study monitor
or designee. It is the study monitor's responsibility
to ascertain that all forms are completed as requested
fn the protocol, and forward only completed forms with
2 covering memo to biostatistics. The covering memo
shall indicate whether partial or final data are being

submitted,

The secretary to the Head of Biostatistics shall keep

a2 log of data forms received, note the date of final
data on the chart mentioned in Il A above, and file

data forms in consultation with the statistician assign-
ed to the particular study.

Data Storage

Xerox copies of original case report forms will be
logged in upon receipt by the department secretary and
kept in designated file space. They will be removed
only for transfer of data onto transmittal sheets or

directly to computer files.

The copies and transmittal sheets shall be kept for 2
years beyond NDA approval, or cessation of the drug pro-

ject under investigation.

a. Transfer of data to transmittal sheets, coding of

data and transfer to transmittal sheets involves
both, the clinical monitor and one of the depart-

ment clerks. Each will initial the transmittal
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c.

4. a, sheet after completion,

Following keypunching and computer input, data are
to be listed from the computer file and checked

against the transmittal sheet by the data clerk.

A1l subsequent correctfons of the data file must
be indicated on the transmittal sheet and initialed

by the clinical moniter.

Mafntenance of Computer Files
Data files will be kept active, fe., in on-line
computer storage for 1 year beyond NDA approval or

discontinuation of a drug project

Files will be kept in archival storage thereafter
as needed.

Log-keeping

The department secretary shall keep a complete log

of all phases of the above mentioned operations.

¥I DRUGS AND SUPPLIES

A.

Personnel

Two individuals will be assigned to functions necessary for

the administration of procedures relevant to the daily oper-

atfon of the Medical Storeroom.

1. Overall responsibility will be assigned to one person,
preferably a Medical Research Associate, who will assure
compliance with all operational procedures set forth in
this section. That individual will also serve as a liaison

with Regulatory Affairs and Product Development in order to
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A.

[

maintain an updated knowledge of pertinent regulations

affecting the procurement, utilization and accountability

of investigational drugs or other clinfcal supplies.

A second individual, with clerical or secretarfal capa-

bitities, will serve to initiate, record, file and main-

tain 211 documents and records required for ordering,

shipping, and inventory of any clinical supplies or re-

turned materials from completed or terminated clinfcal

studies.

Mon-controlled Substances

Non-controlled 'substances are defined as those compounds,

efther

investigational or marketed drugs, which are not

currently classified by the Drug Enforcement Administration

(DEA) as Schedule I through Schedule V substances.

T

Ordering Supplies

A1l orders for supplies for planned or ongoing clinical

studies will be processed through the person(s) who ad-

minister the Medical Storeroom. These orders, in turn,

are forwarded to Product Development for procurement,

manufacturing, and other preparation processes.

a.

Requests for "working" stocks (eq., 10,000 vials,
200,000 tablets, etc.) will be placed by complet-
fng the "Order Form for Marketed and Investigational
Drug Supplies, rev. 7/74", (Exhibit 3) and submitt-

ing to the administrator of the Medical Storeroom.
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Special studies, to be prepared from either new
material or from existing “working" stock, are
requested in the manner described in paragraph

1A

The clerk assigned to Medical Storeroom duties will
maintain a chronological file of all "Order Forms
for Marketed and Investigational Drug Supplies*
submitted to Product Development. This file wil)

be retained for 5 years.

2. Recgipt of Clinical Supplies

a.

A1l clinical supplies, as prepared or processed by
Product Development, will be transferred to the
Medical Storeroom accompanied by an appropriate

memo (Exhibit 4) with copies to 1) Medical Store-

room administrator, 2) Clinical Monitor for Study

Drug, 3) Regulatory Affairs and 4) initiator of
request.

The Medical Storeroom clerk will file these memos

by drug name or as a “"special study". A new file
will be started each calendar year and the individual
drugs within the file will be organized sequentially
by lot number. Special studies received during that
perfod will be alphabetically arranged by study name.
This file will be maintained at least 2 years

The Medical Storeroom clerk will prepare an "lInven-
tory File Card" (Exhibit 5) for each shipment to

the Medical Storercom A file of these cards will
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B. 2. ¢. be maintained alphabetically by drug name and

sequentially by lot number for each drug section.

A carbon copy of each file card will be maintain-

n

ed sequentially by lot number in a separate cross-

reference file.

These file cards and cross-reference cards will be
maintained as long as an inventory balance remains

for each drug lot.

3. Inventory

A1l inventory transactions will -be recorded on each
appropriate “Inventory File Card". All transactions will
be recorded as they are made and will reflect amount
transferred, date, requestor, recipient and current

inventory balance.

a. Inventory file cards will be retained in an "Active
Drug File" as long as an inventory balance remains
for that drug lot or special study.

b Whenever an inventory is completely utilized so
that the file card reflects a "zero" balance, the

be removed from the “"Active Drug

aced in the "Depleted Drug File". The
carbon copy cross-reference card is

The "Depleted Drug File" 1s organized alphabetically
by drug name and appropriate cards in each drug
section are filed sequentially by lot number. The

“Oeple

Drug File® will be maintained for 2 years.




Dccasionally, 1t may be desirable or necessary to
destroy certain inventory balances. This usually
occurs as a result of the supply reaching its expir-

atfon date or upon termination of a study project.

A written memo requesting such destruction and
1isting drug name, lot number, dosage form, size,
and quantity will be sent to Regulatory Affairs,
Product Development, and the Research Stockroom.
Notation of destruction and date will be made on

the appropriate inventory card and it will be placed
in the "Depleted g File" described in paragraph
3-b, above. The cross-reference carbon copy card is
destroyed and a chronological file of “Memos for

Drug Destruction” will be maintained.

Requests for shipments of any material assigned to
the Medical Storercom inventory will be submitted to
the Storeroom clerk prior to 9:00 A.M. on the day of
shipment.

A "Request for Dr Shipment" (Exhibit 6) will be
submitted and all data must be complete. No requests
will be processed if the form is considered incom-
plete in any manner. A chronological file of the
"Request for Drug Shipment” forms will be maintained

for two years.

Upon receipt of a "Request for Drug Shipment" form,

the Medical Storerocom clerk will examine the "Active

Drug File" to assure the presence of suftable material.

When satisfied that sufficient material with an
adequate expiration date is present, the clerk will
prepare an appropriate, typewritten “"Requisition For

Clinical Material" as shown in Exhibit 7
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B. 4. b, The "Requisition for Clinical Material® is then
signed by a Medical Research or Medical Services
physician, approved for shipment by Regulatory
Affairs, and delivered to the Research Stockroom

for shi

pping procedures. Research 5tockroom per-

sonnel 1 not ship material without a completed

requisition approved by a physician and a repre-
sentative of Regulatory Affairs. The clerk will
then adjust the appropriate inventory file card(s)

to reflect shipment of the item(s).

¢. Copies of the completed "Requisition For Clinical
Material® are included in the appropriate packages
shipped. The investigator must sign, date, and re-
turn one copy of the enclosed requisition to the

study monitor and the monitor must retain that re-

cei in the proper study file,

5. Return of Clinical Supplfies

A1l unused clinical supplies from completed or terminated

studies ts must be returned to Bristol Labora-

tories v following such termination.

a, As soon as possible, after re

of these unused

materifals, the Medical Stockroom will provide the

nftor wi an ftemized 1ist of

udy
supplies returned. That list will reflect date of
return, study number (if any), name and location

of investigator, and the drug's name, lot number,
potency, size, and quantity returned. These data
will be supplied on a suitable memo entitled "Re-
turned Clinical Supplies: MNon-controlled suhstance;'
(Exhibit 8).
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B8y . The clerk will maintain a notebook, alphabetically
by investigator's name, and will record all drug
supplies returned by each investigator. This note-
book will be retained for 2 years.

The clerk will also maintain a file of Returned

Clinical Supply memos alphabetically by drug name,

Memos within each sub-section will be filed chrono-
Togically as the memos are issued. This file will
be retained for 2 years.

A1l returned clinical supplies from completed or ter-
minated studies or projects will be delivered to
Product Development for destruction. Under no cir-
cumstances will such supplies be returned to active
inventory or used in other studies.

Accountability

The disposition of all clinfcal supplies shipped to in-
vestigators must be determined.

The study monitor, Medical Research Associate, or
other person responsible for the immediate super-
vision of any study or investigator must determine
and verify the quantity of any drug(s) used {in the

study, and the amount of drug(s) returned from that

study. If any discrepancy exists, the responsible
study supervisor must immediately notify the investi-
gator and reconcile each discrepancy.

For each drug shipped, the Medical Stockroom

will supply a suftable form entitled “Investi-
gator's Drug Disposition Record" (Exhibit 9).

This form, when completed, should become a permanent
part of both the study monftor's and the investiga-

tor's files for each study.
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C. Controlled Substances

Controlled substances are defined as those compounds, either

investigational or marketed, which are currently assigned by
9

the Orug Enforcement Administration (DEA) to a “controlled"
status as Schedule I through Schedule V substances. For ad-
ministrative purposes, in the Medical Storeroom, the unique
characteristic of these compounds is that all handling,
shipping, and transfer procedures require signed, witnessed
and dated receipts.

1. Ordering Supplies

Supplies of controlled substances are ordered through the
Medical Storercom in the same manner described for Non-
controlled Substances, Part B, paragraph 1 in this section.

Receipt of Clinical Supplies

Since Product Development has the only vault for storage
of Controlled Substances, that department will retain
physical possession and maintain the inventory of all

clinical lies containing such compounds.

Storeroom will maintain a second “"inven-
1isting of controlled clinical supplies as
Non-controlled Substances, Part B,

this section.

igned overall responsibility for the
will carefully review each Drug
(Exhibit 4) and each Inventory File Card

prepared for controlled clinical supplies.

assure that a readily identifiable, red
Schedule Number is placed on each document.
also place & suitable statement on each

to alert the storeroom clerk that special

res are required for that material.
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3.

Inventory

Inventory file cards will be prepared and filed as des-
cribed in Non-controlled substances, Part 8, paragraph
3 of this section. Destruction of unwanted supplies in
this category 1s carried out in the same manner

Shipments of Controlled Clinical Supplies

Requests for shipments of any control)ed substance for
clinical investigation will be submitted to the Storercom
clerk prior to 9:00 A.M. on the day of shipment,

A "Request for Drug Shipment® (Exhibit 6) will be
submitted and all data must be complete. No requests
will be processed 1f the form is consfdered fncomplete

in any manner. A chronologfcal file of the "Request

for Drug Shipment” form will be maintained for two years.

Upon receipt of a "Request for Drug Shipment" form, the
Medical Storeroom clerk will examine the "Active Drug
File" to assure the presence of suftable material.

When satisfied that sufficient material with an ade-

quate expiration date is present, the clerk will

Prepare an appropriate, typewritten "Requesition

for Clinfcal Material™ as shown in Exhibit 7.

sition for Clinical Material" is then
Medical Research aor Medical Services

apy d for shipment by Regulatory

d delivered to the administrator of the

Storercom. The clerk will also prepare a

suitably worded receipt (Exhibit 10) for transfer of

the controlled supplies to a representative from the

shipping department.
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c.

5.

c. The administrator of the Medical Storeroom will
assure that a properly completed DEA “Order Form for
schedule 1 and 11 Controlled Substances” (Exhibit 11)
is supplied whenever drugs from Schedule 1 or II are
contained in a shipment. He will also write on that
form the number of packages shipped and the date
shipped. The form is delivered to Regulatory Affairs
for further processing.

Absolutely no shipments of such substances made without
prior receipt of the properly completed DEA form!

The administrator of the Medical Storeroom, after
assuring that all required documents are in order and
are properly executed, will accompany the respective
study monitor to Product Development where the ship-
ment will be obtained under signed, witnessed receipt.
(Exhibit 12).

The shipment is returned to the administrator's office
where it remains, in his presence, until 2 represen-
tative from Shipping and Traffic Department arrives.
That representative then signs a suitable receipt
(Exhibit 10) for each shipment and assumes responsi-
bility for delivery to the investigator(s).

The Medical Storeroom clerk retains additional copies
of all receiptsand appropriate documents (Exhibits 6,
7, 9, 11 and 12). These copies are maintained in the
"controlled Substance Shipment File" and are filed in
chronological order of shipment. The copies are re-

tained for 2 years.

Return of Controlled Clinfcal Supplies

A11 unused controlled clinical supplies from completed or
terminated studies or projects must be returned to Bristol
Laboratories immediately following such termination. MWhen-

ever Schedule 1 or Il controlled drugs are invelved, the
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C. 5. responsible study monitor must obtain an appropriately

completed DEA "Order Form for Schedule 1 and II Con-
trolled Substances® (Exhibit 11) from Research Admini-
stratfon. This order must be supplied to the investi-
gator prior to his return of those supplies.

As soon as possible, after receipt of these unused
materials, the Medical Stockroom will provide the
appropriate study monftor with an itemized 1ist of
supplies returned. That list will reflect date of
return, study number (if any), name and location of
investigator, and the drug's name, lot number, potency,
size, and quantity returned. These data will be sup-
plied on a suitable memo entitled "Returned Clinical
Supplies: Controlled Substances" (Exhibit 13).

The clerk will maintain a notebook, alphabetically

by investigator's name, and will record al) drug sup-
plies returned by each investigator. This notebook
will be retained for 2 years.

The clerk will also maintain a file of Returned Con-
trolled Substances memos alphabetically by drug name

or study title. Memos within each sub-section will

be filed chronologically as the memos are issued. This
file will be retained for 2 years.

A1l returned controlled clinical supplies from
completed or terminated studies or projects will be
delivered to Product Development for destruction.
Representatives from that department will provide a
signed receipt for such material and will assure
that the proper storage and ultimate destruction of
those compounds is carrfed out. Under no circum-
stances will such supplies be returned to active

inventory or used in other studfies
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C. 5. e. If the returned material is of Schedule I or II
classification, the study monitor will promptly ad-
vise Research Administration of the receipt of same.
Research Administration will also be advised of the
investigator's name, locatfon, and of the appropriate
DEA order form serial number., If any discrepancy
exists between the outgoing order form request and
the materfal received, the study monitor must immediately
notify the Medical Storeroom administrator and Regula-
tory Affairs.

The disposition of all controlled clinical supplies shipped
to investigators must be determined.

a. The study monitor, Medical Research Associate, or
other person responsible for the immediate supervision
of any study or investigator must determine and verify
the quantity of any drug(s) used in the study, and the
amount of drug(s) returned from that study. If any
discrepancy exists, the responsible study supervisor

must immediately notify the investigator, Regulatory
Affafrs, and the Medical Storercom administrator.
The investigator must reconcile each discrepancy.

b. For each drug shipped, the Medical Stockroom will
supply a suitable form entitled "Investigator's Drug
Disposition Record” (Exhibit 9). This form, when
completed, should become a permanent part of both
the study monitor's and the investigator's files

for each study.
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DISQUALIFICATION OF INVESTIGATORS

The FDA has suggested minimum standards to be met by clinical
investigators. These are presented here as the minimum accept-
able standards, obviously more stringent requirements, and
additional requirements are often operant. Failure to meet
these minimum standards will result in an investigator being
disqualified, and the termination of study(ies) with that in-
vestigator.

A. An investigator may be disqualified 1f he commences a
study without the prior approval of the FDA and the
appropriate institutional review committee.

Significant, unauthorized deviations from protocols may
Justify disqualification.

The violation of the rights of human subjects regarding
informed consent may result in disqualification,

The administration of the test drug or device to subjects

not directly supervised by the principal investigator may

result in disqualificatian,

An investigator may be disqualified ff he allows drugs or
supplies to be given to individuals not directly under

his supervision, or that of the sponsor.

An investigator who fails to return drugs or supplies upon
request may be disqualified.

Serfous deficiencies in record keeping may result in dis-
qualification.

Faflure, without adequate explanation, of the investigator
to make reports within the allotted time may result in dis-

qualification.




The refusal of an investigator to allow records to be copied
by authorfzed individuals may result in disqualification
The falsification or withholding of any required records

may result in disqualification.

Studies conducted oputside the United States, by Bristol La-

boratories domestic personnel, shall be conducted as though

they are subject to FDA regulations, fe., under IND conditions.

Prior to the initiation of international studies the ap-
propriate i vidual at Bristol Myers International Division
must

Bristo] Myers International Division personnel must be kept

aware of the prog s of & international studies.

mmitments grants or contracts may be made with-

the followin

A protocol approved by the Protocol Review Committee:
Vice Presfdent for Medical Affairs;

approval of the Director of Research;

approval ¢ e project director.

Grants and contr ts are to be awarded only after the ap-
J P

propriate human research committee approval.




X CONTINUING EDUCATION

A,

A1l employees are encouraged to engage in continuing educa-
tion in areas appropriate to their responsibilitfies.
Symposia, special courses, conferences, and work shops, are
acceptable forms of continuing education.

Physician monitors are expected to enroll in adequate num-

bers of approved refresher courses to maintain licensure

and specialty board status.
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EXHIBIT 1.
NEPT. HN_ RIZ

CENTEP Nn,: 41.05

NEPARTMENT NF MEDICAL RESFARCH
CAMMITHENT FOPM

Nate:

PRINGCIPAL IHVES ATNR: Social Securitw
Mame: No.
Address:

Drug and Rristnl Nunmber:

STUNY NATA (include purpose nf studv, study number, dates nf
{nitiation and completion):

FINANCTAL DATA:

Check Payahle to:

Total Compmitment:

Project Cnde MNa,: Proposed Payment Schedule:

- Date

< Date
S fiate

APPROVA

Proaject Manitor

Project Nirectoar

Prntocal
Review Commitiee

G g
vice President, \Chairman)

vpdical Directnr

Vice President,

search

peaiact Nirect
Project Nirectnr,
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AND IRVESTIGATIOHAL DRUG SUPPLIES

DATE:

P. Granatek (3) D IND filed Date
B. C.. Banning E] Protocol approved

E, Kaser R, 7. Catherall DCommitnent approved
Z. Lane g

page__ of pages

AME OF DRUG: DOSAGE FORM

UNIT DOSE

NHVESTIGATIONAL MARKETED
UPPLIES DL # SUPPLIES List #

UMDER OF BOTTLES NUMBER OF DOSES PER BOTTLE

—_———

VIALS

A5 THIS FORMULATION BEEN ORDERED PREVIOUSLY?

__NO YES, SEE LOT NUMBER

ZLIVERY:

YRMAL URGENT DELIVERED BY:

ABELING:
_REGULAR CLINICAL LABEL REGULAR MARKETED LABEL
_STICRSR FOR FUTURE USE

_TRI-PANEL LABEL USING ATTAC ) RANDOMIZATION SCHEDULE
“AND DOSAGE INSTRUCTIONS. LABEL AS STUDY HO.

:MARKS FOR SPECIAL IN tCTIO

(

PPROVED:
ECTION DINE—:CTOII:___ DATE:
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BHISIUL LABUHA TES
/ JXRE EXHIBIT &,
.-:‘;/-

PRODUCT DEVELOPMENT DEPARTMENT

TO: AZ Lane ) DATE:  pugust 13, 1975

&ﬂéu:‘ / : SUBJECT: Mitomycin Capsules, 10 mg. - DLJ 2400.0
. E. Kaser

B. C. Nunning

H. J. Rinefierd

D..E. Tisch Transfer of Material o MEDICAL STOCKROOM

Formulation #: 75R168

Amount of Materisl: | box of 40 bottles each containing 25 capsules = 1,000 capsules

Deseription: Each #4 size capsule, #33 marcon opaque cap on #38 Ivory body,
contalns:

SEE ATTACHED FORNULA

AT LRLTIRE
B0 St M €0 S Mo ok
et Ul!(n LIRS
5 10 ue,

25 CAPSULE
MITOMYEIN
75r168 B/78
= o o veD
AUS 18 1975
W.E KASER

RECEIVED
THUS MATERIAL WAS REFM RELEASED BY CONTROL

25
S.T. Crogks, M O.jﬂn_g_

Swudy Desired:

Clinical use requested by W. E, Kaser

G’Dﬂ”‘ﬁ%ﬁ




EXHIBIT 5.

FORMULATION 2

DESCRIPTION

AMOUNT REC'D DATE REC'D.

PHARMACOLOGY RELEASE: CHEM. ASSAT

CONTROL RELEASE BIOASIAY

MEMD FROM PROD. DI

AMOUNT BALANCE




EXHIBIT 6.

REQUEST FOR DPUG SHIPHENT

Date

Project
Ho.

Commi trent

- Verified

B bl Doris Willette
Shiprent

Acknowledaed

tllh. Lonlt.nr

FORKULATTOT 70, GUCT I0ENTIFICAs IO, H®

{rev, 10/75)

(Signature)




EXHIBIT 7,

REQUISITION FOR CLINICAL MATERIAL

BP 10 (Masl OF INVESTIGAT DR

ATl

= —
TRENT AsD |
ary OR .CLCAL TRiALY)
AT T v
|
SUANTITY DESCRFTION
| = — =3 =
|
3100 ASE CHICK THiS SHPsaNT CARES as "
T Dan
MATIRIA M USED FOr CAL INVESTIGAT)




FROM
TO

DATE
SUBJECT

ATaf | erisToL || LABORATORIES |

Returned Clinical Supplies - i!\fiqkih?h;‘,ik@!'hllil

Non-Controlled Substances

The suppliies listed in this memo have been returned by

It 1s your responsibility to maintain a record of supplies
used or returned by this investigator and, if any discre-
pancy exfists, to obtain an explanation or accountability
from him.

The following returned items were received and have been
delivered tn Product Development for destruction:

EXHIBIT B,

WEK/hw

HES « DIVISION OF BRISTOL- MYERS COMPANY
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BRISTOL LABORATORIES

EXHIBIT 9.

NVESTIGATOR'S DRUG DISPOSITION RECORD

SESTGATORS MAE ru-

mANE OF OMUG E THor o8 MGIGCoL MO

DOBAGE FORM AND ST QUARTITY DL EREE ]ral- [T

PATIENT CANT AT Aum! A DN SRSINILD * asacim! R TR D

- uo BAll—

BGMATURT OF NVESTCATOR
WHEN YOU HAVE COMPLETED THIS FORMM PLEASE RETURN THE DUPLICATE COPY TO BRISTOL LABORTOMES. MEDICAL
RESEARCH DEPARTMENT. P.O. BOX 857, SYRACUSE. N.¥ 13201 KEEP THE ORIGINAL FOR TWO YEARS FROM A DATE TO BE
SUPPLIED AT THE TERMINATION OF THE STLOY

Batasgie
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Division of Bristol-Myers Company

Date

I acknowledge receipt of one sealed carton containing
SUPPLIES FOR

{Insert Study Identification)
These supplies are addressed to:

(Insert Name and Address as 1t appears
on the DEA form)

These materfals are to be shipped to the addressee by a
(suitable bonded carrier as determined by the shipper)*,

SIGNED

SIGNED

SIGNED

*Substitute nawe of other carrier (e.g., Federal Express)
or state that 1t is to be "hand carried” 1f the monitor so
stipulates.

EXHIBIT 10




TS DEFARTMENT OF JUSTICE| NAME AND ADORESS OF REGISTRANT
DRUG ENFORCEMENT |

ADMINISTRATION Cam3niDes hUSFITAL . QL/21/78
OFFICIAL ORDER FORM| 1353 CArBRIOGE STe
“somscisatlanoll | CANIRIDGEY MASS. - . ALLLATLET
CONTROLLED SUBSTANCES I z -

A ; . * | 2edr, -

BEFORY USPS Teiy FOR 4 . % —
THIS 15 AN OIDER 1O SUPRY HOSP/CLINIC

T3 ONED oW :

(SUPFPLIER) 2 DAESS -

= A' ¥ J Y. W4 Aax"ﬂ/f - LoZlc1ies
¥ AND STATE F 0 RE LD S b T
R SRt SUFPLIERS DEA REGISTRATION NUMBER

/ TO BE EALED IN 8Y PURCHASER 24

NumM3ER SIZE HATIONAL NO. OF
of or NAMEZ OF ITEM DRUG PACKAGES

PADUAGES  PACKAGE - CODE SHIPFED

fac |2 nZ. j}u}r-u.cd.‘; Jéﬁ ‘/‘,"?"."’4""'/ /ﬁo

/4

THIS ORDER IS FOR EACTL

i ITEMS ”“"‘.'@ jé};:‘rm —:9- j 4"
! R

:
.
1
(¢
4
5

i

i

H

y |
AAE OF Wk IF m‘l AN INOIVIDUAL

:i-.-.-'l""; 3

EXHIBIT 11.




o W.E, Kawr -~

; 4 Q,P)-Q/jf ik

. Transmitted to you are the following:
Lot Humber Fard " gt T T pommls
7, | SR e P 1 S
: Sy [
Crsxsoor). T U O

i
S

se
part of Butorphanol Study # 3{)3\

_ ®\ Im for shipmnt to @W@"‘”Mﬂj‘)mb ':- éwjmzﬁij %

o e .

pate: q\p‘{, l‘[(

EXHIBIT 12.




FROM:
DATE:

SUBJECT:

O
cc:

157
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| BRISTOL || LABORATORIES |

o et IMEMORANDUIE

RETURNED CONTROLLED SUBSTANCES

E. P. Mariani
A. P. Granatek, J. C. LaPiana, F. §5. Caruso, W. F. Mipor

Investigator:

Date Return Order Recefved: Dosage Form:

Returned with this memo are unused clinfcal supplies from

conducted by the above
Yisted investigator. Using the attached randomization schedule,
please decode and identify the contents of this shipment. Please
record your findings in the appropriate spaces provided at the
bottom of this memo and indicate lot number, drug identity, and
exact quantity of tablets, capsules, unopened or partial parenteral
vials, or other drug dosage forms contained therein.

Upon completion of decoding and inventory, please arrange for des-
truction of this material using the appropriate methods prescribed
for controlled or non-controlled substances. Your signature on
this memo will serve as a receipt for the indicated supplies and
will assure that proper storage and destruction of these materials
will be carried out.

Thank you.
WEK/h1w M. E. Kaser

The supplies are as follows:

Drug Lot# Strength/ Package Quantity
Concentration Size Returned
EXHIBIT 13.
Received by Date
Witnessed by 3 Date
ERSIOLLARDPATONES & T4 THON OF TUT0L-UVERS COMPANY

26-828 O - 78 -1




“PROPOSED GUIDELINES FOR GOOD CLINICAL RESEARCH PRACTICE".

Section VI - Drugs and Supplies

B. 3. d. During the first week of each quarter (i.e. January,
April, July, and October) the Medical Storeroom Adminis-
trator will examine all Inventory File Cards for Non-
Controlled Substances in The “Active Drug File®. At
that time, 211 compounds which have aged 2 years or will
be aged 2 years during the current annual quarter will be
removed from the Medical Storercom and placed in quarantine
by Product Development. Furthermore, supplies with a
labeled expiration date which has been reached or will be
reached during the quarter will also be removed from
active inventory and placed in quarantine by Product
Development.

At that time, a physical inventory of those items will

be conducted by Research Storeroom Personnel and the
Medical Stockroom administrator or clerk. If it is
desirable to maintain those supplies in the Medical
Storeroom, Product Development will take all necessary
measures to obtain an extension of expiration date or
proof that stability of the compound(s) can be guaranteed
for an additifonal stated period of time.

Following such actions, Product Development will re-transfer
acceptable supplies to the Medical Storeroom as described in
Section VI - 2, a.

Following any routine transaction within the Medical
Storercom when supplies are removed for shipment or trans-
fer, the Research Stockroom personnel will record the re-
maining balance of each item on the Requisition for
Clinical Material. (Exhibit 7). This Requisition is then
delivered to the Medical Storeroom clerk who will then
verify inventory balance(s) and adjust the appropriate
inventory file card(s) to reflect the shipment or transfer.

During the first week of each quarter, The Medical Storercom ad-
ministrator will examine all Inventory File Cards for Controlled
Substances in the "Active Drug File®. These materials, with the
cooperation of Product Development and the Harcotic Control Officer,
will be handled in the same manner described in Part B, paragraph 3
of this section. Routine shipments or transfers in this category
are handled in the same manner
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A. 2. Lane

March 15, \,ftq.cll(”l }ri‘L__J—!L i

Braun
Carmack
Caruso
. Catherall
. Chudzik
. Crooke
DeFuria
Elef’ heriou
A. Farchione
« C. Godfrey

L. Gordon . Quigley
P. Granatek . A. Ricci-

K. Jones . B. Siskin
Losada . Soler

J. Noveck . A. Trompeter
J. Pachter 2. Vogel

M. Pilson ). WHilkins
6. Porter

. W. Prestayko

Sy 0 20 RO D

Please find attached a description of procedures which will be
followed for all double blind studies conducted by the MHedical
Department. Your conformance with these instructions will aid
in documenting maintenance of the double blind design during
our clinical studies.
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DATE: e T . : o

SUBJECT: [i\ff ENIO ELJGL'{\“{DUIK?IT:'!

PROCEDURES FOR DOUBLE BLIND STUDIES

The following procedures will apply to all double blind
studies in order to document maintenance of the double
blind design.

I. GENERAL PRINCIPLES

Bristol's procedures of assignment to treatment and
packaging of medication for each individual, ident-
fied by a 3 - piece tear-off label will be continued,

A. Assignment to Treatment

Subjects will be numbered consecutively (as they
enter the study, within stratifying restrictions,

etc.) and assigned at random to one of the study
treatments.

Treatment Identification

Medication will be packaged for each individual
separately, identified by a 3-piece tear-off

label (see attached copy). The portion of the

label glued to the bottle shows only the (con-
secutive) subject number and/or dosing instructions.
The tear-off portion of the label fdentifies,

sealed internally the medication and dose.

BRISTOL LABORATORIES » DIVISION OF BRISTOL-MYERS COMPANY
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11. TIMPLEMENATION

A.

Assignment to Treatment

Randomization schedules will be generated by

Biostatistics in consultation with the study

monitor and in compliance with the protocol.

Three (3) copies of the schedule will be made
and distributed as follows:

1. Regulatory Affairs
2. Product Development This copy will be

forwarded following receipt by Biostatistics
of six (6) copies of the study monitor's drug
order.

3. Biostatistics

The study monitor may request decoding for completed
cases from Biostatistics. Biostatistics will furnish
such information without delay.

Compliance

R11 tear-off portions of the tri-panel labels must
be returned by the investigator to Bristol's study
monitor, together with full explanations for any
broken labels. Preferably labels should be stapled
to the corresponding case report forms.

The Bristol monitor forwards all labels and explanations
for broken ones to the Medical Stockroom coordinator.
Following completion of a study, a report is issued by
him, indicating the number of labels released by the
Medical Stockroom, the number of lables returned intact,
and where applicable, the number of legitimately (explan-
ation) and/or unlegitimately broken labels returned.




A1l returned labels and explanations will be
filed by the Medical Stockroom coordinator

until final NDA approval.

Examples:

(Front)

PLEASE DETADH badf wave welil Eae sludy In
Comploted. AN Liboiy vhestd be ruterm
1 tha and of (B ity te
RATONEL.
— & Fusl Bannaen
BUTOR PRAM DL it Xaeh i

~ A A
BUTBR PuAMOL TAAT
Lo mefmi

(Folded)

PLEASE DITACH and wve watil 1he wtedy by
Completnd

SuETOL Lrasaarom
Lo T
WL Bhe 0t of £y study o

Bapaririest o Mrdies Beaswes
Byracune, Mo Vors 13200

INSTRUETiSNE:

|
BECTOL LARORATINEY ‘
|

S T I —— ] Iy
-

mETRuETIONS T ML Irm

%
PRGNSR @){,—4 {‘,\.’// kL
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[ BRISTOL | LABORATORES

5.7. Crooke

—
: 57 AC 1

2) Mar 77 §MEMORANDUN®R
1. See below

C.T. Braun R.M. Pilson

C.C. Carmack A.M. Prestayko

F.S. Caruso J.3. Quigley

M.D. Defuria R.A. Trompeter

J.C. Godfrey J.R. Vogel

L. Gordon R.D., Wilkins

M. Losada G.E. Wright

R.J, HNoveck E. Yevak

A.Z. Lane
1.J. Pachter
R.D. Smyth

Dr. Robert D.
Committee to review
1t §s suggested tha
bers of the
Protocol Review

on the Protocol Review
sections of protocols.
be reviewed with mem-
rior to submission to the
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FROM: S.T. Crooke

DATE: 2 Feb 77 Ljgiﬁlﬂ!Ol‘a‘zg'\j\‘!a!ih"f]

sussEcT:  See below

10 C.T. Braun .M. Pilson
C.C. Carmack % Prestayko
.5, Caruso . Quigley
.D. DeFuria .A. Trompeter
.C. Godfrey .R. Vogel
Gordon > Hilkins
Losada +E. Hright
.J. Noveck . Yevak

Hottendorf
Lane
Pachter

Sections of all future protocols which deal with animal toxi-
cology must be submitted to Dr. Hottendorf for his approval prior
to submission to the Protocol Review Committee. His approval
sh?u1d be attached to the memo accompanying the submitted proto-
col.

For protocols which employ a toxicology section previously
used and approved, it is necessary only to note that the toxi-
cology section was previously approved by Dr. Hottendorf.




FROM:
DATE:

SUBJECT:

To:

cc:

(S
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ADDENDUM #5 6D~
[ BRisToL | LBORATORIES |
et §VIEMORANDUME

FDA CUIDELINES RELATIVE TO PROTOCOL REVIEW

1.J. Pachter s
C.T. Braun A. Glick

F.5. Caruso R.H. Hottendorf

R.T. Catherall R.D. Smyth

L.A. Farchione

At a recent meeting of the Protocol Review Committee, we discussed
recently published proposed FDA guidelines for clinical research, and 2
number of other matters. In this memo I describe the discussion, and the
decisions reached.

1. In gereral the committee members are in agreement that our
procedures are in compliance with the proposed FDA regula-
tions. However, it 1s clear that it is necessary to revise
the guidelines for good clinical research developed several
r;mnths ago. 1 was assigned the task of revising the guide-

ines.

2. Specific deficiencies in record keeping relative to the FDA
proposals were fdentified, and steps to correct these defi-
ciencies are cutlined below.

a. At present adequate records of telephone conversations
and site visits with investigators are not maintained.
Mr. Catherall was assigned the task of davelopment of
forms to record telephone and personal visits with in-
vestigators. These will be kept in appropriate study
files.

b. Minimum standards for site visits are to be generated to
conform with the proposed FDA guidelines. The necessity
of formal site visits, and the general nature of these
visits will be inciuded in al) protocols. Dr. Glick was
assigned the responsibility for development of these
minima.

c. At present no standardized piocedures to insure that
protocols are in fact submitted to human research committees
are in effect. To this end we will in the future require
submission of the protocol, or form actually submitted te
human research committees, and the memo of acceptance of the
protocol from the chairman of the committee.

BUSTOL LARCAATOMES @ DWISION OF RISTOL-MYTRT COMPANY
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Standardized guidelines for in [ snt are to be
amended to include a provision i will indicate that
the patients' records may be r d by a Bristol monitor
te allow quality assu Dr. Glick will revise the
guidelines for informed consent.

Mr. Catherall will obtain 1ists of approved laboratories.
Any unapproved laboratories to be employed in studies must
submit documentation of adequacy.

The committee reaffirmed the position that a clinical hrochure
must be approved before any protocol involving a non-marketed
agent can be approved. Moreover, the contention that a long
introduction in the protocol, or the use of original preclinical
reports in lieu of a reasonable clinical brochure, remains un-
acceptable to the committee.

Ail final reports on all studies are to be submitted ta the
protocol review committee for review. The usual 5-day dead-
line for review is extended to 10 days for review of final
reports.

A1l revisions of all approved protocols must be submitted to the
protoco) review committee. MNo revisions are to be made in ap-
proved protocols without informing the committee.

It is our view that the changes in procedures outlined above, and the
revision of the guidelines for good clinical research will assure com-
pliance with FOA requirements.
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EMORANDUIVS
SUBJECT: Monitoring of Study - Proposed Addition to all New Protocols

TO:

FROM:
DATE:

ESo

R. H. Hottendorf
I. J. Pachter
R. D. Smyth

As a result of the Proposed Establishment of Requlations on Obligations of
Supervisors and Monitors in the Federal Register of 9/27/77, 1 was requested

at the Protocol Review Comittee meeting last month (minutes 11/3/77) to prepare
a statement, in conformity with the proposed requlations, on the necessity of
site visits and the general nature of these visits which would be included in
all future protocols. I propose the following:

Monitoring of Study

A representative of the sponsor's monitor team will visit the investigator at
the site of the inmvestigation during the study to assure that the following
obligations of the investigator are being fulfilled:

(1) Continued acceptability of the facilities.

(ii) Adherence to the study protocol and applicable FOR requlations
regarding obli ons of the investigator,

(ii1) Maintenance te records of subject identification,
clinical obs 15, laboratory tests, and drug receipt

(iv) e ¢ the investigator in support of the safety
tiveness of the investigational drug are timaly,
acourate,

adecuate and

During the periodic visits to the investigator, the investigator will allow the
monitor to revies the source documents used in the preparation of the case reports
in order to verify the accuracy and completeness of the information contained in
those reports.

Under Guidelines for Informed Consent, I propose the following insertion:
The subject should understand that his medical record may be
inspected during or after the study by a representative of
Bristcl Laboratories' monitor team to verify the accuracy

and conpleteness of the data entered in the cass report
form.

Ll 25

A.

BRISTOL L OL-MYTRS COMPANY




Because the Vice President and Medical Director during the period
d

as well as certain other medical monitors

for the studies un employed by our company,

have asked Stanley Crooke D., a Bristol physician

1 have the highest regard and who joined Bristol Laboratories in July 1975
to direct our effort in the cancer area, to prepare an
of the record. emphasize that Dr. Crooke was not
the studies in any way. 1t will be apprec

Timited time to ther,

trust that his assessment is essent

R
1.J. Pachter,-Ph
Vice President

Research and Development
BRISTOL LABORATORIES
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Or. #2, Dr.




Health and
of the United States Senate is
duct, and monitoring of clinical
10,127 (BL-3912A), and
D 9,870 (Buturpﬂgnu!~6r41},
s were Dr.
and

been prepar

BL-3912A
Background
BL-3912A is a substituted phenyli 0Py ine similar structurally
to a group of psychoactive agents including amphetamine, and 2,5 dimethoxy-

4-methylamphetamine (R-DOM). BL-3912A differs from R

being an ethyl rather than a methy) derfvative.

Studfes employing several species of laboratory anfmals su
that BL-3912A might be a potent performance restorer absent the gener-
alized CNS stimulatory, and hallucinogenic properties of several of
the other agents of this class. In fact, BL-3912A
R-DOM-induced abnormal behavior in cats, and enhance operant and learned
behavior tasks. [In experiments with aged rats, BL-3912A was demonstrated

to facilitate learning and prolong memory. These effects were tentatively

ascribed to the 5-hydroxytryptamine (serotonin) receptor agonist activity

of BL-3912A, and were produced at doses significantly lower than toxic

doses.




Thus, based on experimental animal data, experience with compounds of
similar structures, and data concerning its mechanism of action, BL-3912A was
@ promising candidate for clinical trials. Initial clinical trials included
phase I studies in two groups of normal volunteers. In the first study doses
of 1 mg to BO mg were employed without significant side effects. In the
second phase I study, doses of 20 to 120 mg were tested. Many of the volunteers
who received 40 mg to 120 mg noted increased mental alertness and demonstrated
improvement in a performance test. At a dose of 120 mg, definite euphoria and
mild CNS stimulation were observed, but no other toxicities were noted. Studies
employing 60 healthy volunteers were performed with BL-3912A before trials in pa-
tients were begun.

Study number 8 for which Dr. #2 was principal investigator was the first
study in which BL-3912A was administered to geriatric patients, suffering from
senile mental deterioration. It was a double blind placebo comparative study.

The initial doses employed were 25 mg and 50 mg daily for five days. If no side

effects were cbserved, the doses were increased to 25 mg or 50 mg twice dafly for
seven days, then three times daily for the duration of the study. The results of
this study suggested that doses of 50 mg - 150 mg daily resulted in statistically
significant improvement in mental performance in geriatric patients with no signi-

ficant toxicities.

Study number 15 was also performed by Dr. #2, 5 study was an open

dose ranging safety and efficacy study in which patients were treated with doses
of g to 75 mg daily for a period of &0 days. The conclusions from this study
were that BL-3912A resulted in improvement in mental acuity with no significant
toxicities.

Subsequent to the studies performed by Dr. 2, several other studies were
performed. In these studies BL-3912A was shown to be non-amphetamine 1ike, but the
positive results in geriatric patients reported in studies 8 and 15 were not

reproduced,




As a result of the inability to reproduce the positive results obtained
inftially, further clinical studies were discontinued.

General Considerations Relevant to Studies B and 15

The primary research interests of Bristol Laboratories are antibiotic; anti-
cancer and analgesic drug development. BL-3912A resulted from a collaborative re-
search effort with an extramural scientist. Consequently, the intramural
clinical expertise in the area of CNS performance enhancers was not optimal
at the fnitiation of clinical studies on BL-3912A. In fact, since very few drugs
for senile mental deterioration have been developed, clinical drug testing expertise
is probably substantially less for such compounds than compounds of different
classes throughout the academic and pharmaceutical company research establish-
ments. Consequently, the performance of the initial efficacy trials was per-

haps suboptimal.

Selection of Dr. #2 as Principal Investigator

At the initiation of studies 8 and 15, Dr. #2's credentials seemed ideal.
After completion of medical school and postoraduate training in surgery,

Dr. #2 engaged in the private practice of medicine until joining a major
pharmaceutical firm as a monitor for the clinical trials of a psychoactive
agent thought to be active in the treatment of childhood hyperkinesis. He
subsequently was promoted to Associate Medical Director, then became Director
of Clinical Research Projects at another pharmaceutical company. During this
period Dr. #2 generated several publications.

Thus, Dr. #2 had considerable experience in the clinical evaluation of
drugs, and more particularly had been involved fn research on a psychoactive
agent. Moreover, at the fnitiation of studies 8 and 15, he was associated
with a gerfatric center, and consequently had access to the appropriate
patient population. Having worked himself as a medical monitor, he

was well aware of the regulatory obligations of a clinfcal fnvesti
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Monitoring of Studies 8 and 15

The initial studies on BL-3912A were developed and monitored by a phys
employed for the purpose of monitoring this drug. Prior to joining Bristol
Laboratories, the medical monitor had performed a number of controlled clinical
studies and had published in the medical literature on the effects of drugs in
geriatric and younger patients with anxiety neuroses, depressive neuroses and
psychophysiologic disorders. Studies with Dr. #2 were the first involving
patients that he was asked to monitor for Bristol Laboratories. Prior to initi-
ation of studies with Or. #2, Dr. #2 and the facilities were site visited by the
monitor, and subsequently by the Vice President and Medical Director for Bristol
Laboratories.

Study number 8 was initiated on December 11, 1974 and term
April 7, 1975. Study number 15 was initiated on January 30,
on April 7, 1975. During this period the medical monitor m
visits on January 6-7, 1975, and February 17-25, 1
conversations are alluded to in the correspondence between the monitor and
Dr. #2 during this period.

On April 30, 1975, the monitor's em p
terminated. On May 5, 1975 a replacement medical monitor joined the medical
staff at Bristol Laboratories for BL-3912A. Strenuous
monitor and his associates to obtain case reports failed for
and when case reports were obtained they were incomplete. Investigation by
Bristol Laboratories and the FDA suggested that Dr. #2 had failed to meet
the obligations of informed consent, and failed to follow
many patients.

Approval of protocols 8 and 15 by an appropriate human experimen

committee was required by Bristol 1L ratories, as this s a requirement for
all Bristol Laboratorfes' clinical studies. In a lett
1974, Bristol Laboratories was informed of Human Research Committee :
Subsequently, Bristol Labc ories has
doubt concerning the legitimacy of this approval.
Bristol Laboratories required and obtained s
at the fnitiation of studies 8
forms were never completed by Dr. #2,

by Bristol Laboratories. Subsequently, 1 Laboratories was

the FDA that no evidence of signed informed consent forms could be

the patient's records at Dr. #2's geriatric center in which

performed.




Anal __-3_'__ﬂ.!_;.l__ﬂ_r;l:ar,; ted by 8 and 15
1though the case reports obtained were inco ete, they were evaluated.
In general the results suggested activi with only minimal side effects. How-
ever, the monitor's reports cle rly indicate the lack of d data, and
the iciencies in the case report forms. Moreover, because of significant

e initiated

rolled circumstances.
These stu failed to confirm the results of studies B and 15, and the clinical
evaluation of BL-3912A was discontinued. In none of the
side effects noted in any patient.

'al Butorphanol Studies

Butorphanol 1s an orally active, totally synt ic non-narcotic analgetic.
ntal animals, butorphanol was shown to be a more potent analgetic
o

phine, and had a very low addictive acti

o found to be a
potent narcotic antagonist, and antituss

dies in several s

demonstrated that butorphanol had a broad therapeutic in

X in animals, and was
devoid of terato i

in als. Conseguently, it s
candidate for clinfcal development

a promising

Clinical evaluation nteral butorpha

ion of studies

tients, and these studies nstrated th
nol is a pe t analgetic of value for

in of various etiologies. The side effects of butorp

manageable and similar to those reported for o

rphine and ¢ ridine. led occa: s of lightheadednes
drowsiness, jsea and

on respiration have b




and the liability of butorphanol for producing physical dependence has
been reported to be extremely Tow. A new drug application has been filed

on the basis of the parenteral data.

Clinical studies on oral butorphano) are in progress and yielding
promising results. It is expected that a new drug application will be

filed for oral butorphanol within the mext several months.

General Considerations Relevant to Studies 58A and 59A

Bristol Laboratories employs third party monitoring facilities infre-
quently. During the past few years Bristol Laboratories has collaborated with
consultant firms on a total of 16 studies. A1)l of these monitoring groups

were employed to study butorphanol.

The decision to employ a third party firm was reached for two reasons.
First, because of the work load imposed by extensive research on parenteral
butorphanol, at the time of initiation of studies 58A and 59A, it was felt
that the analgetic clinical staff at Bristo] Laboratories might not be able
to monitor additional studies effectively. Second, because the evaluation

of an oral analgetic is a difficult endeavor due to the subjective nature

of responses, it was considered prudent to employ an impartial monitoring

facility to confirm results obtained intramurally.

Thus, the firm undertook primary responsibility for stu
Its responsibilities included generation of protocols and case report forms,
acquisition of investigators, monitoring of the studies, and evaluation of the
clinical data. Before studies 58A and 59A were initiated, over 500 volunteers and

patients had received oral butorphanol in studies monitored by Bristol Laboratories




Study Number 58A
Purpose of Study

The protocol prepared by the contract firm was designed to evaluate
in a double-blind, randomized, comparative trial the analgetic activity and
side effects of butorphanol given for three days at doses of 4 mg or 8 mg
four times daily, and compare the effects to codeine, 60 mg, four times
daily, and placebo in patients with musculoskeletal pain. The patients were

to be outpatients.

Selection of Dr. #3 as Principal Investigator

Dr. #3 was selected as the principal investigator by the contract firm.
However, subsequent to Study 58A, Bristol Laboratories has employed Dr. #3
as principal investigator for butorphanol studies 602-16, 603-05 and B02.
The continued employment of Dr. #3 by Bristol Laboratories is due to his

excellent credentials, and his performance on prior studies.

The monftoring of Study 58A was conducted by the contract firm.
No significant problems were reported by the contract firm during the

conduct of this study.

Human Research Commit

Human research committee approval was not obtained since this was

an outpatient study. However, each patient enrolled in the study signed

an informed consent.
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Conclusion

It is a matter of concern to Bristol Laboratories that even two
of the many hundreds of clinical studies onsored by us are
standard. However, it should be noted that when problems with these
studies were discovered, they were corrected

The Bristol Laboratories monitor for the studies was replaced,
and further investigation with Dr. #2 discontinued. Moreover, since
sub-acute dosing schedules were employed in these studies, the
that four months elapsed between the initiation and termina
the research program with Dr. #2 reflects reasonable dilige
fact that no significant side effects were observed in the course
of these studies is another important consideration.

Clearly, the study performed by Dr. #7 did not progress well

that study too was rapidly terminated when problems were recognized,

no patient experienced significant adverse effects
#2

The studies performed by Dr. #7 and Dr are not acceptable,

nor do we subscribe to the belief that a few such unacceptable

are inevitable if enough studies are performed. We recopgnize our

responsibility to provide the more intense efforts to perform ethical,

valuable clinical research on drugs of potential benefit,

This also requires the closest scrutiny of studies once they
are initiated so that those which are inappropriate may be terminated
rapldly. Finally, and perhaps most import ly, it also requires that

the safety and rights of volunteer test subjects are well protected,
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As a consequence, we cannot insure that our policies for informed

consent are uniform img : s a complex

not addressed in the proposed regulations of
the January 1973 report of the National Academy of Sciences/Nat
Research Council
It is not possible to predict the performance of each cli
investigator. We can check his educational credentia
We can evaluate his published work on previous studies,
We can inquire as to his professional standing with others
and we do. But these procedures cannot accurately foretell
competence of every investigator in every research program we undert
If this committee can fashion the means by which greater
can be provided in these or other critical areas, or if
Presidential commission can de so, we in clinical research

welcon grestions, for 1 can assure you that your concer
A4 '

your goals are very much our own.
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Invited Presentations:

= Bleomycin, A Review presented at the Topics in Clinical Oncology
Symposium March 18, 1976, Portland, Oregon.

- New Studie

s on Bleomycin, Upstate Medical Center, Syracuse,
New York, Oct

ober 25, 1976

- Structure Activity Relationships of Anthracyclines, Upstate
Medical Center, Syracuse, New York, March 28, 1977.

- Antitumor Antibiotics presented at the ACP Medical 0
Review Course, October &6, 1977, Pasadena, Calif.

cology

- Recent Advances in Cancer Molecular Biology presented at
Eastern ACP, October 13-14, 1977.
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Mr. CHAIRMAN AND MEMBERS OF THE COMMITTEE, MY NAME
15 RALPH JACOBSEN, | AM A PHYSICIAN AND HAVE BEEN AFFILIATED
wiTH Enpo LABORATORIES, INC., IN ITS MEDicaL DEPARTMENT SINCE
1965. I HAVE BEEN A Vice PResIDENT AND 1Ts MepicaL Director
SINCE 1973 AND AM RESPONSIBLE FOR THE CLINICAL TESTING OF
Enpo’s pruGs.

Enpo LasoraTor1ES, INC., LOCATED IN GarDEN CiTY,

New YORK, HAS BEEN A MANUFACTURER AND DISTRIBUTOR OF PHARMACEUTICAL

PRODUCTS IN NEW YORK FOR OVER FIFTY YEARS, ITS PRODUCTS ARE
SOLD THROUGHOUT THE UNITED STATES AND SEVERAL FOREIGN COUNTRIES,
YoU HAVE REQUESTED THAT WE APPEAR HERE THIS MORNING
TO TESTIFY ABOUT ENDO'S PROCEDURE FOR CLINICAL TESTING OF ITS
INVEST IGATIONAL DRUGS WITH PARTICULAR EMPHASIS ON THE MATTERS
oF 1) INFORMED CONSENT, 2) ADHERENCE TO PROTOCOL, 3) ADVERSE
EFFECTS REPORTING, 4) INSTITUTIONAL REVIEW COMMITTEES AND
5) THE MONITORING OF ITS STUDIES.
ENDO PERFORMS CLINICAL TESTING OF INVESTIGATIONAL
DRUGS FOR SEVERAL REASONS. FIRST AND FOREMOST THE TESTING IS
PERFORMED TO STUDY THE SAFETY AND EFFICACY OF THESE INVESTIGA-
TIONAL DRUGS. SECOND, THERE MAY BE A NEED TO STUDY ADDITIONAL
INDICATIONS OR USE IN DIFFERENT AGE GROUPS FOR FDA APPROVED
DRUGS THAT HAVE ALREADY PASSED THEIR INITIAL SAFETY AND EFFICACY
EXAMINATIONS. THIRD, DIFFERENT DOSAGE FORMS MAY NEED TO BE

STUDIED FOR DETERMINATION OF BIOLOGICAL EQUIVALENCY,




PRIOR TO COMMENCING ANY INVESTIGATIONAL PLAN, THE
DirecTorR oF REGULATORY AFFAIRS oF ENDO SUBMITS TO THE Foop
AND Druc ApMINISTRATION A NOTICE OF CLAIMED INVESTIGATIONAL
ExeMPTION ForR A NEw Druc (Form FD-1571), THIS INCLUDES DETAILED
INFORMATION ON PRE-CLINICAL STUDIES WITH THE DRUG ON LABORATORY
ANIMALS, INFORMATION RELATING TO QUALIFICATIONS OF INVESTIGATORS,
COPIES OF THE WRITTEN INVESTIGATIONAL PLAN AND PROTOCOLS FOR
EACH INVOLVED STUDY AND OTHER REQUIRED INFORMATION.

ALL INVESTIGATORS WHO ARE TO STUDY ENDO INVESTIGATIONAL
DRUGS EXECUTE THE REQUIRED FDA rorm FD-1572 or 1573. THE CURRICULUM
VITAE AND PROTOCOL ARE SUBMITTED TO THE Foop AND DRuG ADMINISTRATION.
THE INVESTIGATOR ALSO SIGNS A SEPARATE AGREEMENT WITH ENDO COVERING
HIS FEES AND THE REQUIREMENT TO ADHERE TO PROTOCOLS AS WELL AS OTHER
MISCELLANEOUS MATTERS RELATING TO THE PROPOSED INVESTIGATIONAL
PLAN,

PROFESSIONALS UNDER MY DIRECTION MONITOR CLINICAL
INVESTIGATIONS, [T IS THEIR RESPONSIBILITY TO MONITOR THE WORK
CARRIED OUT BY CLINICAL INVESTIGATORS USING ENDO'S INVESTIGATIONAL
DRUGS., INFORMATION OBTAINED FROM CLINICAL INVESTIGATORS WHICH
IS REQUIRED FOR FILING WITH THE FDA, SucH AS ADVERSE REACTION
REPORTS, AND PROGRESS REPORTS ARE COLLECTED AND REVIEWED BY THE
MONITOR AND THEN TURNED OVER To ENDO'S DIRECTOR oF REGULATORY
AFFAIRS FOR SUBMITTAL To THE FDA.

WITH THIS BACKGROUND IN MIND, | WOuLD LIKE TO REVIEW

WITH YOU THE FIVE SPECIFIC AREAS ABOUT WHICH YOU HAVE REOQUESTED
US TO COMMENT,




1. INFORMED CONSENT
IT 15 ENDO’S POLICY TO ASCERTAIN THAT A GIVEN

INVESTIGATOR'S INSTITUTIONAL REVIEW COMMITTEE HAS APPROVED THE

proPOSED “PaTi1ENT ConsenT Form”. ADDITIONALLY, A COPY OF THE
PROPOSED CONSENT FORM 1S REVIEWED BY ENDO. AFTER ALL APPROVALS
ARE OBTAINED, THE INVESTIGATOR IS SO NOTIFIED. [TEMS SPECIFICALLY
ReQUIRED BY Enpo 1N “Patient ConsenT ForMs™ ARE A RECITATION OF
KNOWN ADVERSE EFFECTS FROM THE DRUG, AN EXPLANATION TO THE
PATIENT OF THE NATURE OF THE STUDY, THE NAME OF THE PHYSICIANS
INVOLVED, AND A RECITATION THAT THE PATIENT CAN RETIRE FROM THE
STUDY AT ANY TIME WITHOUT PREJUDICING HIMSELF OR HERSELF FROM
RECEIVING FURTHER TREATMENT. THE PATIENT OR HIS GUARDIAN IS
REQUIRED TO SIGN THE PATIENT CoNSENT Form.

2. ADHERENCE TO PROTOCOL

EACH INVESTIGATIONAL STUDY SPONSORED BY ENDO HAS AS A
VITAL COMPONENT OF THAT STUDY A FULL EXPLANATION OF THE STEPS
TO BE TAKEN IN THE STUDY, THE NATURE AND DOSAGE OF THE DRUG TO
BE ADMINISTERED TO THE PATIENTS, A DESCRIPTION OF THE TYPE AND
NUMBER OF PATIENTS AND A DESCRIPTION OF THE MEDICAL TECHNIQUES
TO BE EMPLOYED. THIS EXPLANATION 1S KNOWN AS A PROTOCOL, A
COPY OF THIS PROTOCOL IS SUBMITTED TO THE FDA WITH THEIR FORM
FD-1571, [T 1S ALSO REVIEWED IN DETAIL BY THE ENDO MONITOR AND

BY THE INVESTIGATOR'S INSTITUTIONAL REVIEW COMMITTEE. [T 1S

ENDO POLICY NOT TO ALLOW ITS INVESTIGATORS TO DEVIATE SIGNIFICANTLY

FROM THIS PROTOCOL. IF ANY MATERIAL CHANGE 15 NECESSARY TO THE
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PROTOCOL, IT IS AMENDED AND 1S AGAIN APPROVED BY THE INVESTI-
GATIONAL REVIEW COMMITTEE AND ENDO'S MONITOR, A COPY OF THE
AMENDED PROTOCOL IS SUBMITTED To THE FDA,

3. ADVERSE EFFECTS REPORTING

IF ANY ADVERSE EFFECTS ARE OBSERVED BY THE CLINICAL
INVESTIGATOR WHICH CAN BE REASONABLY ATTRIBUTED TO THE EXPERI-
MENTAL DRUG, THE INVESTIGATOR IS CHARGED BY ENDO WITH THE DUTY
OF REPORTING THAT INFORMATION PROMPTLY TO HIS INSTITUTIONAL
REVIEW COMMITTEE AND TO ENDO'S MONITOR. ENDO REPORTS THAT
INFORMATION PROMPTLY TO THE FDA. [F THE ADVERSE REACTION 1S
CONSIDERED TO ENDANGER THE PATIENT, THE INVESTIGATION IS
TERMINATED,

4, INSTITUTIONAL REVIEM COMMITTEE

ENDO CONSIDERS INSTITUTIONAL REVIEW COMMITTEES TO BE
A VITAL PART OF ITS DRUG CLINICAL INVESTIGATION PROGRAM. ENDO
CONTRACTS WITH CLINICAL INVESTIGATORS AT INSTITUTIONS MAINTAINING
QUALIFIED REVIEW COMMITTEES, ONLY AFTER COMPLETE APPROVAL OF
THE PROTOCOL BY THE REVIEW COMMITTEE IS A GIVEN STUDY RECOMMENDED
FOR APPROVAL BY THE MONITOR,

5. MONITORING OF STUDIES

ENDO’S PROFESSIONAL CLINICAL MONITORS ARE EACH

RESPONSIBLE FOR CERTAIN DESIGNATED CLINICAL INVESTIGATIONS.

THE MONITOR SELECTS THE INVESTIGATOR WITH MY APPROVAL, WORKS

UP THE PROPOSED PROTOCOL WITH THE INVESTIGATOR, 1S RESPONSIBLE

FOR ASSURING THAT THE INVESTIGATOR IS AUALIFIED, HAS ADEQUATE




FACILITIES, HAS THE REQUIRED AMOUNT OF EXPERIMENTAL DRUGS AND
ADHERES TO THE PROPOSED PROTOCOL DURING THE INVESTIGATION,
FURTHER, THE MONITOR GATHERS DATA FROM THE INVESTIGATOR TO
PREPARE PROGRESS REPORTS. THE MONITOR NORMALLY VISITS THE
INVESTIGATOR BEFORE AND SEVERAL TIMES PER YEAR DURING THE
ACTUAL CARRYING OUT OF THE STUDY. THE MONITOR IS CHARGED
WITH THE DUTY OF ASSURING THAT PROTOCOLS HAVE BEEN REVIEWED
PRIOR TO FILING WITH THE FDA, THAT THE DRUG SUBSTANCE IS
DELIVERED TO THE INVESTIGATOR, THAT ANY ADVERSE REACTIONS
ARE PROMPTLY REPORTED SO THAT THEY CAN BE TRANSMITTED TO THE
FDA, AND FOR ANY OTHER MATTER RELEVANT TO THE INVESTIGATION.
YOUR TELEGRAM ALSO REQUESTED TESTIMONY RELATIVE TO
TWO MATTERS IDENTIFIED BY THE STAFF REGARDING TWO SPECIFIC DRUG
STUDIES.,

THE FIRST STUDY WAS CARRIED OUT BY AN INVESTIGATOR OF
i

OUR CHOICE AND INVOLVED THE USE OF ONE OF OUR APPROVED DRUGS IN
COMBINATION WITH AN APPROVED DRUG OF ANOTHER COMPANY FOR THE
TREATMENT OF PARKINSON'S n:senss;vﬂrn1s STUDY WAS NOT INTENDED,
NOR NEEDED, FOR USE IN SUPPORT OF ANY FDA APPLICATION, THE

WORK PERFORMED BY THIS INVESTIGATOR IN CONNECTION WITH OUR

DRUG WAS MONITORED AND IT APPEARS TO HAVE BEEN CONDUCTED IN A
PROPER FASHION WITH VALID RESULTS., FOLLOWING THIS STUDY, WE WERE
CONTACTED BY ANOTHER DRUG MANUFACTURER WHO WAS WORKING WITH

THE SAME INVESTIGATOR IN A SIMILAR TEST FOR THEIR PRODUCT, ALSO
USED IN TREATING PARKINSON'S DISEASE, THE OTHER MANUFACTURER

HAD BECOME CONCERNED THAT SOME OF THE DATA THEY HAD RECEIVED FROM




THE INVESTIGATOR MIGHT HAVE PREDATED THE COMMENCEMENT OF THEIR
TEST, A MORE DETAILED COMPARISON OF THE EARLIER TEST DATA
INVOLVING OUR PRODUCT, WITH THE DATA ALLEGEDLY DEVELOPED ON THE
OTHER MANUFACTURER'S TEST SHOWED SUCH STRIKING SIMILARITY THAT

IT RAISED A QUESTION AS TO WHETHER THE INVESTIGATOR WAS ATTEMPTING
TO PASS OFF OUR DATA AS DATA FROM THE SECOND TEST. THIS
SIMILARITY, AS WELL AS FURTHER INQUIRIES, LED US TO ENCOURAGE

THE OTHER MANUFACTURER'S NOTIFICATION OF THIS POSSIBLE IRREGULARITY
10 THE FDA, AND TO ASSIST IN THE ENSUING INVESTIGATION. FDA
INVESTIGATOR, W, FRIEDRICH, MADE A REVIEW OF OUR DATA IN
SePTEMBER, 1977; HE RETAINED COPIES OF THOSE DOCUMENTS HE JUDGED

IN THE EARLIER TEST ON OUR PRODUCT WAS IN ANY WAY
STUDY WAS PUBLISHED BY THE IHVES?EG&TGRgb‘Hf—ﬁftﬁfﬂﬁffﬁhi—

SUBSERYENT—S TURY W oM WE—HAD T HATED W FH-—THE SAME—NYESTHAATOR
W _USE F R—DRUG

THE SECOND STUDY MENTIONED BY THE COMMITTEE'S STAFF
INVOLVED A NEONATAL ADMINISTRATION OF AN ENDD DRUG, NALOXONE,
WHICH COUNTERACTS RESPIRATORY DEPRESSION INDUCED BY NARCOTIC
ANALGESICS., IT HAD BEEN PREVIOUSLY APPROVED FOR USE IN ADULTS,
UNLIKE OTHER ANTAGONISTS, NALOXONE COUNTERACTS THE EFFECT OF
NARCOTICS WITHOUT ITSELF HAVING ANY NARCOTIC ACTION. ]T IS
ESSENTIALLY FREE OF SIDE EFFECTS. HALGXONE HAS PROVIDED THE
MEDICAL COMMUNITY WITH A DRUG USEFUL IN LIFE-THREATENING

SITUATIONS IN THE EMERGENCY ROOM, AND ALSO IN THE MANAGEMENT




OF POST-OPERATIVE PATIENTS. THE PROTOCOL IN THIS NEONATE STUDY
WAS DEVELOPED BY A REPUTABLE INVESTIGATOR IN COLLABORATION WITH
OUR COMPANY AND WAS APPROVED BY THE INSTITUTIONAL ReEviEWw CoMMITTEE
AT A RESPECTED TEACHING HOSPITAL ASSOCIATED WITH A MAJOR
UNHIVERSITY MEDICAL SCHOOL. SI:HCE THIS WAS ONE IN A SERIES OF
TESTS CONDUCTED TO SUPPORT THE EXTENSION OF THE USE OF THIS

DRUG FOR YOUNGER AGE GROUPS, A SUPPLEMENT TO ouﬁoﬁﬁgwﬂwm
New Druc APPLICATION WAS PREPARED, PRIOR TO COMMENCEMENT OF THE
STUDY; HOWEVER, | AM EMBARRASSED TO, SAY, THROUGH INADVERTANCE

%
ON OUR PART, THEW\%S NOT FORWARDED?TO THE FDA uUNTIL

AFTER THE STUDY HAD BEEN STARTED. M-WI-S—IMNG:

WARE OF ANY SI L

prion $ethis m:?e"f'”‘"‘f“
THE FDA HAS RAISED NO OBJECTION TO OUR PROTOCOLA OR TO THE

RESULTS OBTAINED. THIS PRODU HAS BEEN APPROVED AND IS NOW
WIDELY USED IN ALL AGE GROUPS WITH LIFESAVING BENEFITS.@

I WILL, OF COURSE, BE WILLING TO ANSWER ANY QUESTIONS
YOU MAY HAVE,

THANK YOU,
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STATEMENT OF JOEN J. BURNS, Ph.D.
HOFFMANN-LA ROCHE INC.
Nutley, New Jersey

BEFORE THE SUBCOMMITTEE ON HEALTH AND SCIENTIFIC
OF THE SENATE COMMITTEE ON HUMAN RESOURCE
March 7, 1978

Mr. Chairman and other Members of the Subcommittee:

My name is John J. Burns and [ am Vice President for Research at Hoffmann-La
Roche Inc. Thank you for allowing me to share our thoughts with you on the

important topie of clinical research.

Clinical research is a vital component of the drug approval process. It allows
scientists and doetors to gain necessary understanding and knowledge of the
action of therapeutic agents within the human system. Such research, the

is indeed essential to insuring that the drugs taken by the public at lar

be safe and effective. It is imperative, however, that at each step of the
research process, the welfare of the subjects of such research is properly safe-
guarded. Roche has always been acutely aware of this important responsibility.
Accordingly , we have implemented stringent procedures designed to protect

the health, safety, and welfare of the subjects of our cal research and also
to insure the integrity , accuracy , quality, and reliability of th

from this research. Clinical research is critical, but the accomplishmen




1in these overridi

sked for genera

program:

Our monitoring of ¢
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Clinical Research Monitoring
Adverse Effects Reportin
Role and Functions of Institutional Revi

iew Committ

med Consent

ical research actually commences before the research

Prior to administration of a drug to subjects in the study

para-medical person) will make

out the country.

the details of

protocol to assur

anding and,

will also discuss information on




The monitor will emphasize the need to maintain proper records and the necessity
of filing periodic reports. The monitor will review the adequacy of the facilities
and determine that the laboratory is properly certified and discuss the need for
patient consent and for Institutional Review Committee approval of appropriate
matters, including the reporting of adverse reactions to the Committee. He

will also review drug storage and dispensing procedures with appropriate
individuals. A "Pre-Study Visit Report" will be completed by the monitor after
this initial visit, which must then be reviewed and initialed by the prinecipal

medical monitor and, again, by a section head at Nutley.

Once a study is underway , we generally ‘monitor each study by personal visit
with the investigator every six to ten weeks and supplemented by telephone
calls between these visits. At each personal visit, current case reports are
reviewed with the investigator, whether completed or in progress, and a
determination is made as to whether the protocol is being followed. Drug

supplies are checked to assure that the medications are being dispensed in

proper sequence and stored in an adequate and safe manner. The investigator

is asked specifically whether patient informed consent was obtained in all cases,
whether any unusual and/or serious adverse effects were observed, and whet!
any significant observations other than those recorded on the case reports were
made. Dropouts and the reasons for the withdrawal from the study are d

cussed in detail. Any deficiencies are discussed with the investigator, and




remedial action is outlined. The requirement of Institutional Review Committee
progress reports is also reviewed. A "Monitoring Report" is completed follow-
ing each visit and is reviewed again by both the principal medical monitor and

a section head at Nutley.

Telephone monitoring contacts are designed to determine whether the investigator

is encountering any problems, whether he has seen any unusual and/or serious
adverse effects, and whether a personal visit may be required prior to the
scheduled routine monitoring date. A "Monitoring Report" is also completed

following each telephone contact.

It may be instructive to note that we emphasize to all our monitors the need

to ascertain periodically from their investigators whether they are obtaining
the required informed consent from their patients and whether they are retriev-
ing unused medication from the study subjects for return to Hoffmann-La Roche

at the conclusion of the study.

Upon completion of a study, the monitor will make a final visit and prepare a
"Final Monitoring Report.” At this final visit, the monitor discusses retention
of the investigator's study records, later confirmed in writing, insures that
all case reports have been collected and all unused drugs have been returned,

and that the investigator has completed an Investigational Drug Disposition form.




Such files include copies of the complete
Again, the principal medical monitor, as well

and initial the Final Monitoring Report.

As can be noted, this monitoring is done on a per-study

this review and to provide Roche medical officers with an overview of all

ongoing Roche clinical research monitoring, monthly and bi-monthly "S3

Monitoring Reports" are compiled by computer. These 1 rts set out
monitoring which has taken place on a monthly basis wit}

ongoing study and over the previous two yvears.

was started and whether a personal visit or a te one contact was made.
In effect, the report ensures that our monitors are i

overviews are reviewed by senior medical management at Nutley and allow

us to keep an accurate track record of our monitoring acti

It should be emphasized that as a standard component of all Re
all adverse reactions encountered during a study 5t be e
Report Form."  The side effects are graded on a 3-poi

or severe) and discussed in detail. An

or unusual frequency reactions must be

Roche headquarters, even though the expe

related, For this purpose,
7 days a week, 24 hours a

FDA.




The Company requires assurance that written consent is to be obtained for
Phase | and Phase lI, prior to any therapy. It is the responsibility of the
principal investigator to obtain that consent. In Phase III it is the responsi-
bility of the investigator, taking into consideration the physical and mental

state of the patient, to decide whether it is preferable to obtain consent in

writing or verbally. If written consent is not obtained, the investigator must

record the fact that oral consent has been obtained in the medical record of
the person receiving the drug. During personal visits to the testing facility,
the Roche monitor is required to ask the investigator whether informed consent

has been obtained in all cases.

When pharmaceutical companies utilize special populations (such as prison
inmates) in drug experiments, they must exercise extra care in protecting
the rights of subjects because of the subjects’ special disabilities caused by
their environment. In such circumstances, their responsibility for insuring
that ethical standards of experimentation are adhered to should rest with
private, outside parties who are answerable neither to the company nor to the

institution in charge of the subjects.

All Roche clinical research conducted in institutional settings conforms in all

respects to the Declaration of Helsinki and the rules, regulations, and policies

contained in the Federal Food, Drug, and Cosmetic Act and its amendments.
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In all clinical research studies--Phase I through Phase [II- conducted on

institutionalized subjects or being conducted by an investigator affiliated with

an institution which agrees to assume responsibilty for the study, Roche requires

written evidence of Institutional Review Committee approval., No shipment of a
Roche drug will be authorized until such evidence is obtained, other than in

serious emergency ilinesses.

The institutions with which we are familiar and where the bulk of cur elinical
research is conducted require that the study be approved by their Institutional
Review Committees. This approval requires that the senior investigator of a
certified project keep evidence of the patients' informed consent. The investi-
gator is also usually required to present to the Institutional Review Committee
all written information provided to subjects in obtaining informed consent. In
the institutional settings that we deal with, no research is initiated by the

investigator until the Committee has given written approval.

No alteration or changes in the study design are allowed without Committee
approval, except where necessary to eliminate apparently immediate hazards.
Such Institutional Review Committees require reporting

reactions. Also, these Committees conduct reviews of the sty

appropriate to the degree of risk, but not exceeding

the research project is being conducted in compliance with the

and recommendations of the Committee.




The institutions where our clinical research projects are conducted restrict
the participation of the investigator in the deliberations of the Review Com-

mittee to providing information to the Committee.

The need for Institutional Review Committee approval is discussed with the
investigator during a pre-study visit. As mentioned above, during this
visit, Roche's monitor will discuss with the investigator full details of the

protocol, the need to maintain adequate records, the necessity of filing

periodic reports, as well as other subjects of importance to the study.

The monitor will also emphasize the need for reporting serious adverse
reactions to the Institutional Review Committee. He will further discuss

with the investigator the need for periodic reporting to the Committee.

During regular monitoring visits, the status of Institutional Review Com-
mittee progress reports also are carefully checked and noted. Again, the
monitor's report is examined by the principal medical monitor, as well as

y the section head in Roche/Nutley offices. All clinical studies must be
reviewed by the Institutional Review Committee at least once a year,
We have available copies of all company monitoring forms used by us and will

submit them for the records if you desire.




It has been brought to our attention that certain questions have been raised about
clinical investigations performed on one of our investigational compounds. As
suggested by the Subcommittee, we are not identifying specific individuals or
institutions in this statement. As requested, we will identify the investigator as
Investigator 9. [ would like to take the next several minutes to show you how the
clinical monitoring system we have devised worked in this case and what the
Company does when we see a problem developing in the course of our monitorin

of elinical investigations.

Investigator 9 first came to our attention when he contacted us in 1974 concernin
g

his interest in performing studies with Levodopa. We told him at that time that we

had few current ongoing clinical investigations with Levodopa. In subsequent

contacts and considering that he has been employed since 1966 by a well-recognized
VA hospital that is also a teaching institution affiliated with a medical school, we
advised him that we would keep him in mind in the event that a need for studies

of mutual interest might arise at a later date.

After this, we had other contacts with Investigator 9 concerning his desire to
perform a clinical study for us. Subsequently, when we began to initiate clinical

studies on a new drug--studies which had to follow a rigid protocol--we thought




that Investigator 9 might be a suitable investigator. Investigator 9 |

respons ies in two outpatient clinics in the VA hospital and was also re-
sponsible for patient care in several wards in the hospital which provided a large
E E ¥

potential patient population that could be used for the study. We thus inquired if

he was interested in performing such a study.

relevant to describe the manner in which we implemented our Company
our monitoring of clinical investigations in respect to the initiation
of the first study by Investigator 9, Several pre-study telephone calls and visits
were made by the medical monitor responsible for the study in Nutley, New Jersey,
as well as personnel from our regional medical office. On these dates, we pointed
out to Investigator 9, e would to any investigator, the requirements of the
protocol, the need for patient consent and Institutional Review Committee approval,
as well as other matters relevant to the study and to FDA re Juirements for clinical
investigations, As required by the FDA regulations, Investigator 9 submitted a
Statement of estigator Form, Form FD-1573, for the study which stated, among
other things, the need to obtain patient consent and Institutional Review
', a letter from the Institutional Rev

mmittee at the V




The letter of approval from the Institutional Review Committee set forth specific
requirements of written patient consent and stipulated that signed copies of such
consent be sent to the Office of the Associate Chief of Staff for Research at the
hospital. When we received a copy of the Institutional Review Committee approval,
attached to it was a copy of the patient consent that the Review Committee had
approved for use in the study. In most instances, when we receive copies of

the Institutional Review Committee's approvals, these consents are not provided

to us.

After Institutional Review Committee approval and the pre-study monitor

and meetings, the study was initiated by Investigator 9 in the summer of 1

study involved our drug and placebo. Our medical monitor from Nutley as well as
our monitor from the regional medical office were present with Investigator 9 on th
first night of drug administration in the study. They observed treatment administra-
tion to five patients as well as the careful manner in which Investigator 9 and the
staff paid attention to the details of the protocol. Our representatives were there in

the evening during drug administration and into the early morning hours for con-

ferences with various staff members of the VA hospital, including the nurse sleep

monitor involved in the study.




Upon completion of the case reports, Investigator 9 forwarded them to our
regional medical office. At our regional offices the case reports underwent

an initial detailed review to determine whether they were properly filled out and
otherwise accurate. The case reports were also reviewed in Nutley by the

medical monitor. In reviewing these case reports, our regional personnel noted

a number of obvious errors. The errors were basically errors in transecription

or omission of information and were not unusual when one considers that Investi-
gator 9 was a new investigator for Roche performing a study under a rather stringent
protocol and requiring the completion of detailed and involved case reports. Some
of the problems also dealt with the fact that the VA laboratory had, during the

study . changed the laboratory normal values, and the normals differed from the
laboratory normals that had been provided to us prior to the institution of the

study .

In order to resolve these points, we asked Investigator 9 to review with us the
patient records. While we certainly recognize the need for an individual's right
of privacy, we are at the same time, on occasion, faced with the need to clarify
apparent errors or validate data obtained from clinical investigations. In some
nstances, when questions arise, the only way to confirm or validate data obtained

in a clinical study that is to be submitted to the Food and Drug Administration in
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support of the marketing of a new product is to compare the case reports with the

raw data in the patient charts.

In some instances in working with the investigator and the institution these
questions on the case reports can be appropriately resclved. In other instances,
however, the institutions and personnel will not permit drug sponsors to review
patient charts. However, we were permitted to review the laboratory data for
each of the patients in this initial study and, with Investigator 9, make approp:

corrections in the case reports. When I say "corrections," what I mean is that
some laboratory values recorded on our case reports differed from those in the
patients' hospital charts suggesting transcription errors. In other instances,

the dates indicated in the patient records differed from the dates in the case report
or certain points as, for example, the patient's occupation was omitted from the

case report. Accordingly, the only changes that would have been made by

Roche personnel dealt with making sure that the case reports were accurate

and reflected the data in the patient records. These changes were made only

with the knowledge of the investigator.

Following this review , we soon received from Investigator 9 a copy of the VA

policy regarding examination of patient records, indicating that, based on federal




privacy legislation, only certain specifically listed persons have access to patient

records.

After our meetings with Investigator 9 and our review of the data, we were able
to satisfactorily resolve the various inconsistencies that appeared in his case
reports. At no time was there any reason to question either the integrity of the

study or the individuals involved.

We then decided to run a second phase of this study involving 30 additional patients.
We asked Investigator 9 to submit the first five case reports to us so that we could
review them with him to make sure that they were correct. Thereafter, we re-
viewed with him the first case reports noting some very minor discrepancies,

such as the failure to include the occupation of the patient. | would also like to

add that, in the second phase of this study. certain changes were made in the

protocol, basically decreasing the duration of the study from 7 to 5 nights.

Investigator 9 confirmed to us by letter that Institutional Review Committee
(Research and Education Committee at the VA hospital) approval was obtained for

the initiation of this second phase as well as the changes in protocol.

Upon completion of the second phase of the first study, we discussed with Investi-

gator 9 the possibility of another study which would include secobarbital, placebo,




and our investigational drug. As we had done in the first study and prior to

the initiation of this second study, we had a number of meetings and contacts
with Investigator 9 acquainting him with protocol requirements and the need for
patient consent and Institutional Review Committee approval. Investigator 8 then
submitted the protocol and other study documents to the Institutional Review
Committee for their approval, and such approval was transmitted to us by Investi-
gator 9 prior to the commencement of the study. I would like to point out that the
approval agsin sets forth the requirement of written patient consent and that copies
of the executed consent should be forwarded to the Office of the Associate Chief of
Staff for Research. The letter of approval to Investigator 9 also notes that patient
consents were attached and apparently reviewed by the Research and Education

Committee at the VA hospital.

We had no indication that there was any question or cause for concern until

October 1, 1976, when we completed our review of the first 21 case reports.

In reviewing these case reports, our regional medical office personnel

noted that they appeared to be accurate with one noticeable exception, and that
concerned a Patient No, 9. When Investigator 9 submitted the case reports to us,
he apparently inadvertantly included a copy of the laboratory slip for this patient.
A review of the laboratory slip against the laboratory data entered in the case

report disclosed a definite discrepancy. While the laboratory data in the case




report indicated no abnormality, the hospital laboratory report for Patient 9

indicated a one-day difference in dates and grossly abnormal values. Immediately,

the head of our regional medical office called Investigator 9 expressing our concern

and inquiring about the discrepancy. Investigator 9 responded that there were
two patients in the hospital at the same time with the same initials. In light of

the discrepancy and explanation, we requested that Investigator 9 provide us

with the original laboratory data for all 21 patients. Investigator 9 indicated that
he did not have the time to do this but, after much conversation, agreed to obtain
the data and meet with us so that they could be compared to the data entered on the

case reports.

On October 8, Investigator 9 met with a representative of our regional medical
office. At this time, our representative noted that the graphs of the laboratory
reports appeared to be irregular as if possibly drawn by hand rather than
machine. He also noted that the hematology reports had been filled out by hand
and not by machine as had usually been the case during the first study. In-
vestigator 9 sought to explain this by saying that the machines were not in
operation and that this was not unusual for the hospital. Investigator 9 showed
us what he stated was the original laboratory work for Patient 9, and this now
matched what was in the case report. We questioned him about the other patient

with the same initials as Patient 9 and asked to see this patient's chart. Investigator




9 stated that the patient in question had left the hospital, entered some nursing home,

and the records could not be found.

Having notified Nutley of their concerns about the second study, our regional
medical personnel discussed the study with us when they visited our offices on
October 18. At the same time, the Nutley monitor began an independent investi-
gation of the clinical efficacy data that had been submitted by Investigator 9 in
the study. Our analysis of the efficacy data contained in these case reports by
Investigator 9 disclosed a very unusual situation. The data from the first two
nights of the study which were placebo nights indicated total ineffectiveness of
the placebo, whereas data from the next three nights indicated overwhelming
effectiveness for the drug--whether it be the investigational drug or secobarbital.
These data were unusual by themselves but increased our suspicions even more,
since they were too consistently positive compared with the data being generated
by other investigators and by the data that Investigator 9 had submitted in the

first study.

After review of the situation with our regional medical people, on October 18
it was decided that our monitor would meet with Investigator 9 for a further
explanation. Our Nutley monitor visited Investigator 9 at the VA hospital on

October 20 and 21. At this time, the Nutley monitor determined that in a pre-

study discussion of the protocol Investigator 9 had inadvertantly informed the




m placebo to

e medication. Her effo to review labortatory files on the laboratory

data in question were met with some host

Our monitor contacted Nutley by telephone on the 20th expressing her concern

about the attitude and the refusal of certain people in the laboratory to cooperate.

A supervisory physician then placed a call to the head of the VA hospital

laboratory and discussed our concerns. This person indicated that, if we
could provide him with a copy of the Research and Education Committee letter

of approval, he would be able to obtain for us laboratory and other data con-

cerning the study. Our re

al office mailed a copy c is approval

to him the next day. None of these data were ever provided to us.

ihen the Nutley monitor returned, it was decided that supervisory |

as well as his superior, the Director should r with

Investigator 9 to discuss this situation.
November 3, 1976, a month after the problem concer
, our medical people met with |

@ o A me
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visit which was provided to the Subcommittee staff last week. Essentially, as
described in the memorandum, after much discussion, Investigator 9 confirmed
that he had provided to the nurse observer a copy of the investigator's protocol
which indicated that the placebo administration would occur on the first two

nights and drug administration on the next three nights of the study. We expressed
our concern to Investigator 9 about the possibility of unconscious bias of the nurse

observer.

In response to questions concerning the laboratory data, Investigator 9 again

indicated that the machines were not working and were often "down." We asked

if we could see a patient chart for a patient who was not included in the study.

Investigator 9 left the room and returned with a patient chart. Upon examination,
we noted that "irregular lines" on the SMA graphs and hand entries on the
laboratory charts were also present in this patient's chart eve though this was

purportedly a patient not in our study.

We then asked Investigator 9 to show us a chart for one of the patients in the
study and, upon review, noted the absence of any patient consent. We asked to
see a signed consent form for this patient, and after looking through the patient
chart, he stated that it must have been misplaced.

consent form that he was using in the study, and he provided us with a blank

copy of the consent form that was used in the first study and which did not deal




with the use of secobarbital. We immediately advised Investigator 9 that this
was unacceptable for that reason and he must immediately bring these consent
forms up to date and that a copy of the signed form be retained in the patient's

file.

Upon return of our medical people to Nutley, it was decided that we would terminate
the study with Investigator 9 because of the possibility of unconscious bias of the
nurse observer. Investigator § was notified of this decision by our letter of
November 24, a copy of which was provided to the Subcommittee staff last week.

In our final report on this study to our IND, we noted that we were eliminating the

study as a consideration for effectiveness of the drug in light of the possibility

of unconscious bias. We reevaluated the first study performed by Investigator 9

and, considering that we had witnessed the first night of drug administration,
reviewed approximately 35 patient charts, and that the data were consistent with
data generated by other investigators, we decided that no further action was
required concerning this study.

In summary, Mr. Chairman, after a thorough review, the only points that we
knew for certain were that there was a possibility of unconscious bias and In-

vestigator 9 had failed to show us an effective patient consent for the second




study. We terminated the study and eliminated it from

of effectiveness of the drug because of pos le bias.

In conclusion, 1 would like to say that, while we are cont 1ed about what we

have heard here today involving Investigator 9 and other ¢

we believe that our procedures and monitoring efforts as evidenced by the

fact that we, ourselves, discovere I with this study our o
initiative decided to

the investigator, wonstrate that we dil

as sponsors of clinical investigations that the pres

effectively.

Thank you very much, Mr, Chairma




(McNEIL)




During the hearings you have conducted over the past few
years, you heard testimony indicating cause for concern about
clinical drug investigation. No thoughtful person can dis-
regard the issues raised during these sessions. While our
knowledge, development and appropriate use of medications must
progress if we are to attack yet untreatable diseases or im-
prove our therapeutic techniques, this must not be a result of
undue, unfair or uninformed risk to those subjects in whom
investigational drugs are introduced. All parties involved
in conducting and sponsoring drug investigations must constantly
be vigilant for those investigators who cannot or will not
produce high quality work while maintaining the strictest
ethical standards. Development of medicatic would be a far
easier task if we could develop strict and uniform objective

criteria by which safety and effice of all investigational

drugs could be readily determined. Unfortunately, science is

not always given to such convenient standardization.

With this understood, I would offer the following observa-
tion -- the vast majority of clinical investigators I have
worked with over the years are dedicated, highly gualified,
truly humane individuals. Their efforts have been an integral
part of the drug development process, a process which has

produced significant, at times dramatic, improvements in our




ability to provide health care.

1y clinical studies and investiga 5 we have
continuously improved our policies a practices to protect
patient safety and privacy while developing reliable clinical

data which can be used to make sound isions by ourselves and

the Food and Drug Administration. We are commited to con-

tinue to improve our policies and practices.

Senator, the bill you have introd 5. 257¢ is a help-
ful step in assisting the nation to better understand and manage
the complexities :f clinical drug investigations. The study
authority provided in the legislation should provide an op-
portunity to better define the parameters of these concerns
hopefully, lead to appropriate me clogies for assuring
thorough, safe and scientifically vali investigations.

support this

is pertinent to the subject of this hearing to discuss,
if but bri ly, four key elements of the drug clinical in-
vestigation process. These elem are (1) protocol develop-
ment, (2) selection of clinical investigators, (3) monitoring

of investigations, and (4) processin¢ and evaluation of data.

to produce dependa
condected pursuant to well designed protocols. A\t McNeil the

protocol development process is initiated by a physician with




tpertise in drug
protocol is
range of sc fic disciplines, ysici 5, clinic:
cologists, toxicologists
and finally the Director of Res
to comment on, and where n isary
This process is repeated until al
satisfied that dosage levels
when measured against
Further, the reviews must determine that the

meets strict iteria for

excluding those persons inappropriate for e study due f

such as presence of other disease state: se of othe

1]

which might interfere with t S A vomen of

bearing potential, and

pharma~

+ laboratory sarchers, statisticians

protocol.

Neil a

ical

rac
drugs
child-

being

measured must be guantifiable anc tical anal

All protocols must be approved by our internal revi

manner indicated ab
given the specifie nature of certain
participants in the review pro will vary

commodate the need for applicable areas of

Selection of appropriate clin 1 inve

through a variety of mechanisms. McNeil professional
continually reviewing medica pharmacological

literature. Throu this s through

b |

t

though,

he

daccaomg
staff is

antific

tors
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Propo

have been exe

and




In the majority of circumstances, a ! il monit

visit an investigator at intervals of from two to e

during the course of a study. The ion of the intervals

is determined in large part by the size of the patient universe

under cbservation and the frequency the patients scheduled

visits to the doctor. During each M 2il-Investigator meeting,

e case report forms are reviewed in detail with

particular emphasis on side effects, laboratory abnormalities

and

1tory control.

s are always a paramount concern during
patients are routinely monitored for
nstructs all investigators

cian monitor ir iately by telephone in

instan where serious side eff - cur, which are rare.

If warranted, a physician familiar with the drug will be

dispatched to assist in treatment or ¢ ervation of the

effec patient. In these circum ces, a review is

immediately conducted by all relevant ientif disciplines

to determine an ag C s action including dis-

(-

1

tinuance of the study if

ted from e: 1 study evaluated as it
ceived by McNeil. Dependinyg upon the length of the study,
data may be reported to McNeil before the study has been

ly completed. Whether interim or final, data are refully

reviewed and analyzed by McNeil 2rts and 1 I casion by

ind

ependent “ sultants. As é ience is




an amalgam

regulation







This investigator was visited in his office by one of our
physician monitors prior to the beginning of the study to discus
the protocol and conduct of the study. A letter from the
pPhysician monitor to the investigator on May 16, 1975, con-
firmed the discussion about clinical supplies and the require-

ment for signed patient consent. Clinical supplies were shipped

May 22, 1975, and an updated IND brochure for McN-3113 was sent

June 4, 19?%/0:1 August 5, 1975, at the completion of the

investication as called for in the protocol, a clinical research

associate (CRA) visited the invest itor and picked up 45

completed case report forms each signed by the investigator.

It was noted that a therapeutic response to the three dose

levels was seen and that nine patients had complained of mild
om our CRA to the investigator on

August 7 led that copies of the case report forms were

being returned =l d a UL T rn form with instructi

for its use as is r usual practice. The unused drug was

returned August

In the Fall of
trials on |} 3113 due to

the drug under the

concludes my prej ed Stater . >pe it has been
helpful to the Subc and 1l be pleased to answer

any que ;..'J,'J:'.\ You may
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Senator Kex~epy. The hearing is now adjourned.
[Whereupon, at 12:57 p.m., the subcommittee adjourned, to recon-
vene subject to the call of the Chair.]
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