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hoped at the outset of this program to complete 250 Intensified Drug Inspections
during the current fiscal year, and to cover the other 250 prescription drug manu-
facturers in fiscal 1970. It now appears that this schedule may have been overly
ambitious, but we will move ahead as rapidly as possible. Obviously, this pro-
gram will not eliminate the need for inspections in subsequent years. But I
strongly believe it will achieve significantly higher standards of drug manufac-
turing on an industry-wide basis.

No single program, of course, can insure the American public of safe drugs
that will do what they are intended to do. In addition to other enforcement and
compliance activities, we plan to further expand the capabilities of our Na-
tiO'l]'fll Center for Drug Analysis at St. Louis. We are also moving ahead with
the implementation of the recommendations of the National Academy of Sciences-
National Research Counecil concerning the efficiency of pre-1962 new drugs. This
will provide the prescriber, and the purchaser of the over-the-counter products,
a more preeise picture of what these medications will do. And we are continuing
biologic availability studies to determine whether there are therapeutically sig-
nificant differences between. chemically equivalent drugs.

In this connection, I'm sure most of you will recall the performance differences
among chloramphenicol capsules that required FDA action just about a year ago.
That situation, unfortunately, became part of the socalled ‘“generic-brandname”
controversy. I say ‘“‘unfortunately” because it seems to me that drug equivalency
problems aren’t necessarily related to the name by which a drug is sold. Just a
few weeks ago, for example, Merck, Sharp & Dohme recalled from the market 15
lots of its hypertensive preparation, Aldomet tablets (or, generically speaking,
methyldopa tablets). The recall was undertaken because disintegration rates
were below the company’s specification. The cause, apparently, was related to the
particle size of a so-called inert ingredient. This is not dissimilar to the earliest

_ problem with chloramphenicol capsules. The Merck management acted with com-
mendable responsibility in catching the problem, confirming the deficiency
'through human blood level studies, and promptly initiating the recall, But it does
illustrate that an equivalency problem can occur anywhere within the drug in-
dustry. We have to get at the basic causes o fthese problems; they can’t be
solved by comparing the names that appear on the product labels. :

There is another problem area concerning drugs which also requires, I believe,
renewed concentration on causes. During the last fiscal year, the FDA received
406 New Drug Applications. During the same 12 months, 59 NDAs were approved.
These figures are not directly related, of course, since an application may not be
acted upon in the same fiscal year that it is submitted. Nevertheless, I think it is
significant that, for the year, the number of applications found incomplete, or re-
turned as not approvable, outnumbered those approved by better than 5-to-1, More
than 80 percent of the applications that were found not approvable lacked ade-
quate information about manufacturing processes. More than half of these ap-
plications also suffered from deficiencies in clinical studies and inadequacies in
efficacy data. The message, it seeins to me, is clear: there is still a need for better
data in industry’s submissions to the Agency. i

We are as interested as industry in getting to the market as swiftly as possible
new drugs that can mean better health care for American citizens. But we can-
not disregard our responsibility to determine that such drugs are safe and effec-
tive for their intended uses before they reach the market. By the same token,
the manufacturer cannot disregard his responsibility to submit sound data that
demonstrate safety and efficacy. I must tell you frankly that we have not seen
the degree of improvement in the quality of clinical data from drug investiga-
tions that we would like. I intend to give this matter renewed attention in the
weeks ahead, and possibly call upon experts outside the Agency as well to.see if
we cannot find the means to correct existing shortcomings. | .
 As far as other priorities are concerned, the Agency as a whole will continue
to give its most urgent attention to potential health hazards in every area of our
responsibilities. Our concern with microbiological contamination of consumer
commodities is, of course, part of this overall health-protection program. :

Last September, as some of you know, a National Center for Microbiological
Analysis went into operation on a pilot basis at our Minneapolis District labora-
tory. Samples of food products from around the Nation, starting with those
classes of foods most susceptible to contamination by harmful bacteria, are be-
ing sent to the Minneapolis Center for analysis. This pilot operation should begin
to give us a better grasp of the extent of the problem, and, more important, pin-
point the product classes where the hazard. is greatest. The necessary next step,



/
5674  COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

of course, is to track down the sources of contamination and develop effective
preventive measures. In addition to food products, we a}so plan to have our Dis-
tricts submit samples of drugs and cosmetics to the National Center.

This pilot program in Minneapolis represents a new approach to further en-
large FDA’s capabilities to monitor and control bacterial contamination. As you
know, we had previously assigned bacteriologists to each of our District Offices
to carry out this essential analytical work. The frequent recalls of products be-
cause of Salmonella contamination gave major impetus to the expansion of this
program within FDA. And, I must add, industry has also responded.to t}ns grow-
_ing awareness of the health hazard posed by microbiological eontamma@mp.

In dealing with a problem such as bacterial contamination, I think it is clegr
that FDA and industry are not adversaries. We have bhad to act together to begin
to combat this threat to the public health, and I am happy to say that there has
been a high degree of cooperation in this effort. I would hope that this same
attitude—this mutual appreciation of the importance of the consumer interest—
“can prevail in other areas as well. Certainly, we will have ample opportunity to
‘test this premise in the weeks ahead. ) )

Very soon now, we will publish a new proposal outlining Good Manufacturing
“Practices in the food industry. Also ahead are proposed revisions of the Good
‘Manufacturing Practices regulations for' the drug industry. ‘I' do not expect
unanimous support by industry for these proposals. But I do hope we don’t
encounter automatic opposition either. This is not an adversary contest, a kind of
game in which FDA proposes all the regulations it can think of and industry
defeats as many as it can. Rather, the fundamental question has.to be: What
‘rules are necessary to safeguard the consumer? If we keep that principle in mind,
“it'is much easier to deal with and resolve the disagreements that do arise between
FDA and industry. : N N : L
~Now, of ‘couifse, the FDA has taken on new responsibilities—product safety,
‘shellfish certification, broader pesticide research, and other activities mentioned
by Mr. Johnson: In all of these, too, it is'thé consumer who is our first concern.
With the organization:of the Congumer'Protection and Environmental Health
Service, T believe we are ‘in‘a‘better positiorn‘than ever before to translate that
coneern Into effective action.’ - et ) )

It's clear to me that we can be most effective when we have the cooperative

“support of industry in coping with consumer problem. Your participation in this
~Conference is evidence that we have the kind of dialogue going that can encour-
"age this cooperative effort. I arm looking forward to working with you in tnis
endeavor. : [

Thank you.

~ Senator NewLson. Now, are you saying that you believe that the
peer committee approach is a resolution of the kind of problem, the
gray area problem, mentioned by Dr. Goddard and you?

Dr. Ley. Not a total resolution, Mr. Chairman. I believe there has
“been an improvement in the quality of information flowing into our

files. We have taken vigorous steps to insure since Dr. Goddard’s
- speech, and at his direction in the beginning, but with my total sup-

ort since, that material of the quality he referred to is rejected upon
Initial receipt, sent right back to the manufacturer. So that there are
effortsin progress.

The peer group is not the sole and only answer to this problem, and
I must confess quite frankly that I have spoken to several major in-
dustry leaders in the pharmaceutical area very frankly in my office.
And 1 pointed out to them that the major problem as I see it today in
the development of new drugs is in the poor quality—I have used more
vigorous words on occasion, sir—in the poor quality of data coming
into our files in investigational drug studies.

Now, our discussions with the National Academy of Sciences are
very important steps which would be an equally significant move to
try to improve the quality of data. Although there are people who
say that T am wrong, I firmly believe, and I believe the scientific com-
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munity supports me, that there are classes of drugs for which we
can write today very clearcut, definitive protocols of exactly what
tests are required, exactly how many patients on which the tests have
to be done, and exactly what statistical procedures have to be used to
prove efficacy. One of the classes of such drugs I would present for the
committee’s consideration, is that of diuretics. I believe that the Acad-
emy, working in concert with the scientific community, with advisers
from the FDA and industry, will be able to develop a set of guidelines
for the evaluation of the efficacy and the safety of diuretics that can
be applied across the board, with a very major saving both in terms of
the numbers of patients and in terms of the risks to which these
patientsare subjected. &

- Diuretics are not the only such drugs that can be so evaluated. But
‘again I do not wish to present this as a sole and major cure for the
problem as T see it. There are other kinds of drugs, such as tran-
- quilizers, for which such a protocol would be difficult, and indeed, I

fear it would be impossible to design at this point in time. :

Senator Nersox. Do I understand that you are going to proceed to
establish peer groups throughout the United States? - — ,

Dr. Ley. That is our intent. I have a draft here that is not yet in
completed form because of questions internally within the staff,
which our General Counsel has prepared for my consideration for
regulation-making requirements. -~ .~ o

Senator NeLsoN. You have made the decision to go ahead ?

Dr. Ley. I have. I must listen, however, to the comments that
will arise in response to the proposal. I do not think it will be a
welcome proposal. - . L 1 4

On the other hand, I do not believe, Mr. Chairman, that we can
exclude the subjects and patients of drug investigational work from
this type of protective influence that every other research-oriented
group in the country now requires.” 2

Senator Nrrson. The Public Health Service now uses peer groups?

Dr. Ley. Definitely. Throughout its entire program, internal and
external. - ; '

Senator Nrrson. Who did you say would select the peer groups?

Dr. Ley. The peer groups are selected by the institutions in which
the studies are done. The selection of the peer groups is made an
official matter of record and the minutes of the meetings of the peer
group are available for inspection at any time. :

Senator Nerson. Will the FDA require that the minutes of the
actions of the peer group be submitted as a part of or independent of
the IND ¢

Dr. Ley. This is a point that is currently under consideration, with
several views on the part of my staff. I cannot answer this at the
‘present time. -

Senator Nerson. How would we know whether the peer group was
just a perfunctory _

Dr. Ley. There would have to be as part of the submission of the
investigational institution to the sponsor and from the sponsor to
us a statement that such a peer group existed, that such a peer group
had reviewed the material and that the minutes of the group were
available and where. This is the minimum, it seems to me, that would
?eﬁassential. This is the pattern that the Public Health Service would
ollow. » '
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Senator Nerson. Would the FDA have personnel to do at least
some reasonably broad sampling of the functioning of the peer group?

Dr. Ley. This would have to be sampled. I am concerned that we
have not used to as great an extent as we possibly could the ancillary
highly trained inspector, but nonmedical inspector, in our organiza-
tion. This man has been specially trained for investigation into the
clinical investigation area. We have not put him to as efficient use as
possible. T believe that it will require a modest increase in manpower
in this area and Iam willing to commit him.

Senator NELson. It seems to me that unless there is some oversight,
every peer group may function under a different set of rules and you
would not have any uniformity.

Dr. Ley. This is true. There must be some oversight apparent to the
community, and I think it would also be of interest to point out to the .
committee that the peer groups in many of the medical centers that
would be reviewing sponsored studies by firms would be the same peer.
groups that would be reviewing other investigational studies sup-
ported by Public Health Service research grants. The one place where
this would probably not be true is in the prison situation, in which one
of the findings in the Alabama report was that a peer group review
is highly desirable for such a situation asthat in Alabama.

Senator NeLson. You mean the Alabama Medical Association re-
port was recommending a peer group review of that kind of activity,
1s that what you are saying ?

Dr.Ley. Yes.

Senator NeLsoN. There was no peer group of any kind ¢

Dr. Ley. There was no significant peer group of any consequence
in that situation.

Senator Nerson. How many investigators do you have in the FDA
to do a field evaluation of the functions of the protocol, the perform-
ance of the protocol under the IND ¢

Dr. Ley. As indicated in my testimony, we have 140 nonmedical
personnel who have been specially trained in this area. In the medical
area, our total staff commitment not only includes Dr. Kelsey and Dr.
Lisook sitting here behind me, but also includes all of the reviewing -
" medical officers in the Office of New Drugs, into whose hands the IND
studies come.

Senator Nrrson. Are these field investigators ¢

Dr. Lmy. These are not field investigators. These are headquarters
personnel who perform the evaluating function that I indicated could
be highly important, as in case No. 1, where adverse effects were not
reported by one investigator, but strong effects reported by another.
This is all part of our surveillance activity.

Senator NeLsox. I understand you to say that you have 140 nonmedi-
cal field investigators. Is it their exclusive responsibility to monitor
IND’s or are they also your inspectors for the drug plants?

Dr. Ley. It is not their exclusive responsibility to monitor IND’s.
They have many other functions. As I indicated a few moments ago, I
am concerned, and the staff is evaluating means by which we may in-
volve 140 people more vigorously in the review of investigations. This
is still under consideration within the Agency.

Senator Nerson. But so that I would have it straight in my own
mind, are these 140 nonmedical inspectors, also the ones who do the
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quality control inspections within the manufacturing plants of the
drug companies ? ) ,

Dr. Ley. Many of these are and many of these investigators are

- functioning in a very important role in our intensified drug inspection
program in the field in that they focus attention on the studies re-
ported to the Department by the investigator right as they exist in
the investigator’s file.

Senator NeLsoN. Excuse me, what was that again?

Dr. Lry. These 140 people are basically drug inspector personnel
within the Food and Drug Administration. They have been exposed to
a highly specialized additional training course which qualifies them
uniquely for investigative work in the area of clinical investigation
This means not only recordkeeping in the investigator’s files and his
method of conducting the laboratory work and the other work involved
in the investigation itself, but it means they are also expert in evalua-
tion of the sponsor’s method of processing this type of information in
their preparing it for submission to the FDA. These people have many
functions to perform. However, they have unique training, they repre-
sent a large pool of personnel from which I believe we can divert a
significant part of their effort into more intensive investigation of the
investigator and investigation.

Senator NeLson. I am trying to get at the question really, of how
many inspectors, how many man-hours are spent by your inspectors
directly in the field evaluating the performance of the protocol by
the investigator, not the inspector’s work within the plant, not his
inspection of the data that comes to the plant, but going out to the
investigator, giving surveillance to his per%ormance. On that question,

I would also like to have you tell me how many IND’s you have in—
give us the last couple of years, and specifically, how many of those
investigators were inspected for the performance at the place of the

- experiment, how many actually had a visit from the investigator, how
many advisers had a visit to him directly and a review of how he is
carrying out the protocol? Do you have that?

Dr. Ley. We can submit this information for the record, Mr. Chair-
man. It is in more detail than I have it here.

Senator Nerson. Yes, I understand. ;

Dr. Ley. I think it is important to point out that the man-years

- involved in the total process of supervising or oversight of the investi-
gator and the investigation is in three separate categories—one, head-
quarters staff including the Office of New Drugs review of the in-
vestigational study submitted to us; second, in terms of the field
. staff. We can provide figures for both. Both figures are necessary to
interpret the total effort we are putting in this area.

Senator Nurson. What I would like to know is if there are at any
one time, in any one year 500 IND’s pending, with experiments going
- on on 500 different drugs—in how many of those 500 experiments has

an investigator gone to supervise the performance of the protocol by
- the investigator ? How much time was spent on this task?

T am _getting at this because I am concerned, as a consequence of
the testimony of many witnesses, that there is inadequate supervision.
If that is the case, I would like some estimate of what the Department
thinks would be necessary in additional personnel to perform this
function so that we may have, perhaps, some evidence on which to
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base support for appropriations here in Congress to give the FDA
inorg personnel to supervise that critically important aspect of the
ND.
_ Dr. Ley. We will be pleased to provide this data for your committee,
sir.
(The subsequent information was received and follows:)

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE,
B PUBLIC HEALTH SERVICE,
Washington, D.C., October 20, 1699.
Hon. GAYLORD NELSON,
Ohairman, Monopoly Subcommittee, Select Committee on Small Business,
U.8. Senate, Washington, D.C.

DearR SENATOR NELSON: During our appearance before your Subcommittee
on August 12, 1969, you requested that certain information be submitted for the
record. The submissions are as follows : .

1. How many “Notices of Claimed Investigational Exemptions for a New
Drug” (IND’s) have been received for the past couple of years?

Fiscal year:

1968 - i 859
1969 — 956
2. How many investigators, associated with these IND’s were inspected at
their places of business?
Fiscal year:
1968 R - 11
1969 e 11
3. How many man-years are expended by FDA in direct oversight of clinical
investigators?
Fiscal year 1968:
Bureau of medicine 3.2
Field .6
Fiscal year 1969:
Bureau of medicine. » 6.2
Field : 1.6

4. Estimate the manpower and money necessary to provide adequate super-
vision over clinical investigators. . )

FDA is currently developing an integrated surveillance program of all the
investigatonal phases of drug development and evaluation. It will include on-site
visits to clinical investigators, inspection of clinical facilites and of laboratories
used for preclinical testing, and surveillance over the monitoring activities of the
sponsor of the investigational drug. The program will involve the Office of New
Drugs in conducting the visits and inspections as well as continuing the efforts
of the Division of Scientific Investigations in their oversight of suspect clinical
investigators. : . ) C .

At present, the regulations place the responsibility for monitoring .clinical
investigators on the drug sponsors. The Office of New Drugs is currently under-
taking a program to survey the adequacy of these monitoring efforts. Thus far,
they have inspected one such sponsor and are evaluating the findings. We: are
planning a few more inspections of this nature to determine the feasibility of
this new approach to oversight of investigational drug activities.

We anticipate that this new program will be available shortly. At that time,
we will be in a better position to provide you with the estimated manpower
and resources necessary for implementation of this program.

5. Is there anything in the Alabama Medical Association report on “The Use of
Prisoners for Drug Trials in Alabama” (Southern Food and Drug Research, Inc.,
Dr. A. R. Stough, President) that is incorrect?

In general, the “Alabama Report” is thoughtful and factual. There are, how-
ever, some errors involving ¥DA’s field of activity as follows: )

(@) On page 10, the second paragraph contains the statement “In the present
instance there is no reason to believe that the pharmaceutical firms failed to act
in good faith or failed to discharge their responsibilities to the general public to

- develop safe, effective therapeutic agents. They contracted with approved clinical
investigators to carry out approved research projects.” '
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There may be some misunderstanding that the Food and Drug Administration .
approves clinical investigators and clinical research projects conducted by phar-
maceutical firms. FDA neither approves investigators nor do we approve the
firms’ clinical research projects. S : .

The pharmaceutical firms are expected to choose qualified investigators. The
FDA may disqualify, however, an investigator from participating inclinical
studies if he does not abide by the Investigational New Drug Regulations.

Further; pharmaceutical firms are required to conduct clinical investigations in
accordance with the Investigational New Drug Regulations. We do provide com-
ment and suggestions on their plan of investigational study if requested or if our
review indicates it is needed. An IND Notice is terminated if the requirements of -
the regulations are not met. . )

(b) On page 11, the opening statement reads “It should be noted, however, that
neither (i.e. the FDA nor the manufacturer) is primarily concerned with the
rights and welfare of the institutionalized research subject.”

The Federal Food, Drug, and Cosmetic Act under Section 505(i) and Section
130.3 of the New Drug Regulations place a definite and primary responsibility
on both the FDA and the sponsor of an investigational study to assure that the

_health of the participants in such a study is protected. The sponsor must be sure
that he selects capable investigators who can safeguard the subjects of the study,
that adequate preclinical tests demonstrate that administration of the drug to
man is justified, that there is a sound plan of testing (protocol) which minimizes
risks to the subjects, that unexpected effects are promptly investigated and the
study is stopped if they raise significant safety questions, and that each investi-
gator agrees to obtain the consent of the subjects of the experiment (with cer-
tain exceptions specified in the law). The FDA in reviewing the submissions spon--
sors must make before initiating clinical trials; is required to assure itself that
sponsors have met the above-mentioned requirements, as well as others, and to
require cessation of the trials where appropriate safeguards are not observed.

6. Provide for the record the number of IND’s (Notice of Claimed Investiga-
tional Exemption for a New Drug) in which Dr. A. R. Stough and his firm have
been listed by the sponsor as clinical investigators for the last three years. The
number of people involved in Dr. Stough’s studies.

See Attachment A.
7. Provide same information as (6) for four other active clinical investigators.

See Attachment A.

If we can be of further assistance, please let us know. :

Sincerely yours, B ) o
o Herpert B. LEY, Jr.,, M.D., = . .
Commiissioner of Food and Drugs.

ATTACHMENT A . g ,
NUMBER OF “NOTICES OF CLAIMED INVESTIGATIONAL EXEMPTIONS FOR A NEW DRUG' (IND'S) IN WHICH DR

A. R.STOUGH AND 4 OTHER ACTIVE CLINICAL INVESTIGATORS HAVE BEEN LISTED BY THE SPONSOR AS INVES-
TIGATORS SINCE AUGUST 1966, WITH ESTIMATED NUMBER ‘OF SUBJECTS :

. SubJects
Investigator IND notices (estimate)t
A.R. Stough, M.D 72 2,681
Physician A. 102 3;347
Physician B. M 1,7
Physician C.... - 31 1,
PRYSICIaN D oo e i e i I 19

1 A large number of the IND notices are still active. The estimated number of subjects is based upon the annual feports
which have been received, from preliminary reports submitted by clinical investigators, or from the number of patients
I 1 for.the protocolof i tigational study. : E

Senator Nrrson. On the question opened by Senator Dole, you had
stated you were going to put in the record the memorandum of July 29
on Dr. Austin Stough?
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Dr. Ley. Not quite, but I do wish, with your permission, to place
into the record a summary of the Stough matter as I see it at this
particular point in time.

Senator NELsoN. Do you have a separate summary there ?

Dr. Lzy. I do, sir.

Senator NeLson. The committee has not had copies, is that correct ?

Dr. Ley. I do not believe this has been provided to the committee
earlier. I do have two copies additional here. :

(Summary referred to follows:)

The New York Times recently has run two feature stories on drug testing by
Dr. Stough in the Alabama Prison System. )

Dr. Stough was engaged in doing the more routine parts of phase 1 studies
for a number of drug sponsors. He was administering investigational new drugs
to volunteers in the prison, drawing blood samples to determine the amount of
drug that entered the blood stream and doing other associated laboratory studies.
This is dosage range finding and gross toxicology. He was not engaged in the
more sophisticated types of clinical pharmacology.

. FDA personnel visited the Alabama facility in 1964 and our physician-inspector
teams visited the facility again in 1967, and most recently in 1969 after a story
about it appeared in the Alabama papers.

The findings in 1964 were that there were a number of minor discrepancies—
poor record-keeping, inaccuracies in some of the records, and inadequate physical
examination and medical supervision of the volunteers in the investigation. These
deficiencies were discussed with Dr. Stough.

By 1967 these problems had been corrected except for minimal physician-
subject contact. There is no requirement in the regulations which defines the
degree of physician-patient contact for investigational studies.

The Bureau of Medicine concluded that the findings were not serious enough
to warrant any action against Dr. Stough and his associate as investigators,
based on current regulations. The studies going on in Alabama were providing
useful information that was not available in other than prison environments.

The inspection report and the Bureau of Medicine evaluation were not re-
quired to be forwarded for review by the regulatory personnel. We are taking
steps to see that in the future such reports are examined by compliance
personnel. i )

Moreover, as previously noted, we are proposing an amendment to the investi-
gational new drug regulations to require the establishment of review committees,
of the type required in research funded by the Public Health Service, for insti-
tutions such as the Alabama Prison System where volunteers are involved in drug
testing. This will better protect the welfare of the volunteers and assure a better
quality of research data.

Senator Nerson. Was your memorandum from yourself to the Act-
ing Director, Bureau of Medicine, subject, Austin R. Stough, dated
July 29, 1969—was that released ?

Dr. Ley, That memorandum from Dr. Jennings to me was in response
to a request from my office to summarize the information as of that
date. That was released to the press. I would have preferred that it not
be released until I had the statement I have today. However, it did
reach the press and did result in the second New York Times article.

The work that Dr. Jennings indicated was necessary I believe has
been completed. You may wish to discuss this matter with him in terms
of whether or not any of these studies were pivotal to a new drug ap-
proval. The evaluation was that they were not. , 2

Senator NeLson. Well, from that memorandum, I would like to quote
a sentence and ask your observation on it. T would ask that the memo-
randum dated July 29 from Dr. Jennings to Dr. Ley, subject, Austin
R. Stough, be printed in full in the record.
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(The information follows:)

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE,
PuprLic HEALTH SERVICE,

Foop AND DRUG ADMINISTRATION,
July 29, 1969.

U.S. Government Memorandum. :

To : Herbert L. Ley, Jr., M.D., Commissioner of Food and Drugs.

From : Acting Director, Bureau of Medicine.

Subject : Austin R. Stough, M.D.

Dr. Stough is a clinical investigator who with his associate Irl Long, M.D., has
been named in 139 IND’s and 36 NAD’s to date. A tabulation of these documents is
appended hereto.

Dr. Stough first came to our attention in June 1964 in conjunction with a
hepatitis epidemic in the Alabama Prison System which was subsequently proven
to be caused by his poor technique in the conduct of a plasmapheresis program.

Dr. Stough has no formal training in clinical pharmacology or any specialty, but
is a general practitioner who began work in the McAlester Penitentiary in Okla-
homa in 1938. He performed an increasing volume of drug testing there until
December of 1963 when unfavorable publicity and press criticism led to his ex-
pulsion from the Oklahoma Prison System. He subsequently set up shop in the
Alabama Prison System, ultimately forming Southern Food and Drug Research,
Inc., a corporation principally engaged in Phase I testing of investigational new
drugs. In September of 1967, Dr. Lisook visited Drs. Stough and Long for the
purpose of evaluating their facilities and techniques for the testing of investiga-
tional drugs. He concluded that Dr. Stough’s practices were adequate under our
‘regulations, although there was less physician-subject contact than would be
desired.

In January of 1969 the Montgomery Advertiser and its editor-publisher, Harold
E. Martin, ran a series of expose type articles concerning Dr. Stough’s drug test-
ing operation. Because of this adverse publicity Dr. Lisook undertook another
visit to Montgomery on February 11, 1969. During the course of that visit he
met with a special committee appointed by the Alabama Medical Association at
the request of the State Board of Corrections. (See attached memo of confer-
ence) '

The February 1969 inspection of Southern Food and Drug Research, Inc. was

not materially different from that of 1967. Physician-subject contact again ap-
peared to be minimal and the execution of the studies was primarily left up to
medical technicians. Physical examinations appeared to be performed as required
although they were somewhat cursory in nature. The administration of medica-
tion appeared to be properly policed. Laboratory records and progress reports
appeared to be complete, for the most part, and in original form. There was no
evidence to indicate that the tests were not actually performed, or that inmates
were participating in the selection of subjects. The use of convicts to draw blood
samples was acknowledged, but such practice was discontinued in the wake of
the January 1969 publicity. It was noted that the interviews for subjective com-
plaints by medical technicians were excessively brief.
. On May 30, 1969, the Birmingham News carried a front-page story headlined
“Medical Probers Assail Prison Drug Testing ; Board Halts Program.” Essentially
the same information was found in a New York Times story of June 1, 1969. The
basis for this publicity was the report of the special committee entitled “The
Use of Prisoners for Drug Trials in Alabama.”

The front-page story in The New York Times today, July 29, 1969 seems to be
a recapitulation of previous newspaper articles and to contain no new informa-
tion.

Dr. Lisook’s memo to me dated June 11, 1969 is somewhat more detailed than
this memo and he has more back-ground material in his files if you require
further information.

Although Dr. Lisook’s two investigations of Dr. Stough’s operations disclosed
no violations of our regulations, obviously we should be concerned that such an
operation can exist under current regulations of FDA and DBS. Aside from the
welfare of the subjects, the question of validity of the studies may still be
raised—especially the possibility of concurrent testing of drugs.

JoHN JENNINGS, M.D.
81-280—69—pt. 14——14
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DR. AUSTIN STOUGH
[Note: “D" denotes ‘‘Deleted"’ (completed study, etc.)]

IND/NDA  Drugs Status Date Sponsor

Clomid.-.. D oeeoiaa- Wm. S. Merrell.
. Tolinase_ 15,1968 Upjohn.

- Periactin Feb. 19 1968 Merck.
Nov. 27,1967 -Da.

........... Upjohn
..... Parke Davis,
....... Do.

.............. Mallinckrodt.
Apr. 2,1965 Wyeth,
Aug. 28 1967 (‘;Jutter

th
Hoﬁmann LaRoche.
- Lederle.

______ Upjohn,
Mephenoxalone._ Lederle,

. Hydromox_ ___ Do.

- Levoprome. . Do.

- Modaline Sulfate. Warner-Lambert,
Acetylcystein__ Oct. 12,1967 Mead Johnson.
Delalutin. Squibb.
Temposil. Lederle.

- Penicillin Injgction.. Bristol.

Kantrex Injection Do.

Salutensin_._____. Do.

1.V, Syntetrin Nitrate. Do.

1.M. Syntetrin Nitrate. Do.

Namoxyrate....__... Warner Lambert,
- Squibh.

De!estrec Injection. .

Dylate..._.__._.. Spencer.

Sept. 19, 1966 Searle.
............. Dec. 27 1966 Hoffmann-LaRoche.

..... D ceeeceem-=w--- Neisler,

Parke Davis.

DEPO PHOVEIA - - - oo oo e meee p;ohn.
Kanamyein. .- ..o eaeeeaan _ Bristol. )
P8O o een . Pitman-Moore.

Warner-Lambert.
Hoffman-LaRoche.
- Product #157 e - Grove.

_ Estergel Ointment. - - Tl Merck.

- Ketalar Injection. . ... ... .. Parke Davis.
Tetracycline. oo oooo oo Bristol.

Coated Aspirin. ... ... Grove.

Provera & Ethmyl Estradiol...... Upjohn.
SK&F #7690, o Smith, Kline & French,
Upjohn.

- Grove,
..................... Upjohn.
Lincocin SYrup. oo ccaeeas 0.
Kenalog w/DMSO._......._. Squlbb
U #23,807A e eieeeee Upjohn.
Y M Bristol.

230..... Grove.
CL#1190C....c.oo Cutter.:
Dexoxadrol HCl. . __ Upjohn,
SU#14,582_ ... Ciba,
Voranil.... Do.
Hetacillin._ - Bristol.

SU #14074 iba.

.. Lederle

- Geigy.

.- Ciba.
Mxnocyclme HCI _. Lederle.
Formula #177 Aerosol. ~7 Johnson & Johnson.
Potassium Hetacillin.......- - Bristol.
SU BBTAB . - - - oo oo e e n s iba,
SUHIB197 e May 18, 1967. Do.
Borcresine Phosphate. .. Sept. 15 1967  Lederle.
Potassium Hetacillin. . . - oo e me e Bristol.
LaCtUl0S® SYTUP - - - - oo oo o et ae Warner-Lambert,
FES CaD oo o o oo o e et em e mmm e Commercial Solvents.
THFES Cap - - oo oo e oo et E e Do.
BA #3151 - e Ciba,
Depo-Provera Injection. - e Upjohn.

PrOf M o o s Do.
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IND/NDA  Drug Status Date Sponsor
3366 ... Polycillin Injection... ..o oo ool Aug. 18,1967 Bristol.
3389.._...... Guanadrel Sulfate. .. i Cutter,

73, e e e em e mam Jan. 5,1968 Wallace.
................... Bristol.
..... Sept. 14,1966 Upjohn.
_ Apr. 16,1968 Merck.
- Oct. 3 1966 Upjohn.
_ Mar. 30,1967 Do.

- Prolintane HCI___
- Trobicin Injection.

Bristol Labs,

iba.
Bristol Labs.
Up jOBI‘I

y 9
--- Oct. 13,1966
- Oct. 12,1966
...... do....... Do
. Dec. 28,1966 Pitman-Moore.
“27 Feh, 25,1967 Mead Johnson
27 Sept. 25,1968 RlKer Labs.
JD July 71967 pjohn.
- Sept 18 1967
.- Sept. 5 1967 Sterlmg-Wmthrop
- Oct. 1967 National Drug Co.
- Oct. 11 1967 Breon Labs.
- Jan. 30 1968 Strasenburg.
Nov. 27 1967 . Upjohn.
Jan. '8,1968 Searle.
Apr. 18 1968 Lederle.
June 4,1968 Sandoz.
May 10 1968 Upjohn. :
- Aug. 1968 Schenn%
May 14 1968 National Drug Co.
- May 16 1968 Lederle.
- June 4 1968 Upjohn.
.......... . June 10,1968 Pitman-Moore.

- July 29,1968 Squibb.

........ - Aug. 7,1968 Riker.
- Aug. 22,1968 Upjohn.
_ Aug. 29,1968 Lederle.
- Sept. 18,1968 Upjohn.
Lederle.

TH&M Terpln Hydrate & M
Dantal Dihydrochloride
Cardrase_ .. ...

k
Fungizone. . ...__._......_. i
Kanomycm 3-phenyl-salicylate., Bristol
Hydromox.. .o oo oooocmeoain -.. Lederle.
. Band aad antiseptic. .- ... ... Johnson & Johnson.
= 0rgabolin. - o oo e Organon.

MaXIbON . < oo oo

...... -~ Upjohn.
_______ ----Unimed.
- Lakeside.
Provest. - il .- Upjohn.
Bendroflumethiazide w/Reserpine and Proto- ... . ..o .o.. _ Bristol.

veratrine A.
--- Acutuss. : K Phllips Roxane
iline P: Parke Davis.

Merrell

Gro
- Aug. 20,1968 Norwxch

50057......... Spectrocaine.. . Dec. 19 1963 Squibb.
-50058___._... Achrocidin_...__ -- June 8 1961 Lederle.
50098(L). .- - Polycillin-IM_.... . Nov. 22 1967 Bristol.

10162-.-- - Dalagin. . . - ool L IIITITITIIIIIIIIIIIIITIIIT Oct. 7,1968 Upjohn

0.
..... Johnson & Johnson.

UPDATE ADDENDUM

Jan. 29,1969 Hoffman-LaRoche.
Jan, 21,1969 Schering.
-- Jan. 13 1969 Upjohn.
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UPDATE ADDENDUM—Continued

IND/NDA  Drug Status Date Sponsor
Apr. 16,1969 Do.
- Jan. 15,1969 Merck.
- Jan. 13,1969 Ciba.
Mar. 3,1969 Uphohn,
Feb. 17,1969 Lederle.
DR. EARL LONG
With Dr.
IND/NDA  Drug . Stough Date Sponsor
188 ... Megestrol Acetate__.__._________.______ ... ______..Feb. 26,1968 Mead Johnson.
191 rovost . _______ - X Mar. 27,1969 Upjohn.
247..._ Levoxadrol HCI_ Aug. 28,1967 Cutter.
453____ andol P, Squibb.
616 ___ Penicillin_________________.____________ .~ Apr. 25,1968 Bristol.
666__._ e X . Squibb.
1669..._.____ Mebutamate______ s meenieemmman Mar. 22,1968 Wallace.
1760. . [ Dec. 11,1967 Bristol.
1766 . _____BL-P#1011_________.. __ Mar. 23,1967 Do.
2290. X Feb. 20,1967 Cutter.
2426 X Ciba.
2477. X R Do.
2498. X Bristol.
3192 . THFES Caps.. X . Commercial Solvent.
3196. BA #31531. X . Ciba, -
3436. W#1673___ X J ,1968  Wallace.
3585___ Trobicin Injection._ X Sept. 9,1968 . Upjohn.
3810_.. Rifampin__.___ X Dec. 28,1966 Ciba.
3848.__ ) #1992 . ____ X Feb. 25,1967 Mead Johnson.
4097 .. ... U#24,973AC14______________ X July 7,1957 Upjohn.
4177. SCHLINA .. May. 10,1968 Searle.
4215 X Sept. 5,1967 Sterling-Winthrop.
4266 X Oct. 3,1967 National Drug.
4285 __ Dilabron___ - X Oct. 11,1967 Breon.
4373__. Zaroxolyn______ X Jan. 30,1968 Strasenburg.
4448_ Flagyl w/Nystatin.__ Jan. 8,1968 Searle.
4524 Persol Cream.._ ... . . .o ... Oct. 28,1968 Carter-Wallace.
4557 .. . . MK#835___ . __ . . TTT .- May 11,1968 Merck,
4643 Feb. 13,1969 Mead Johnson.
4814 Aug. 2,1968 Schering. .
4821 May 14,1968 -National Drug.
4871. _ June- 4,1968 Upjohn.
4884 - June 10,1968 Pitman-Moore.
5018. . July 29,1968 Squi
5046 . . Aug. 7,1968 Riker.
55096 - Aug. 29,1968 Lederle.
5281 . . Dec. 16,1968 ~ Syntex.
1407_.._. . Jan. 13,1969 Ciba.
56-826. - Nov. 13,1968 Squibb.
50024.._.___. Aug. 16,1966 Bristol.
50098_______. Nov. 22,1967 Do.
50102 ___. - Feb. 19,1968 Do.
50103_____.__ Feb. 20,1968 Do.

Senator Nerson. In the last sentence, Dr. Jennings states that al-
though Dr. Lisook’s two investigations of Dr. Stough’s operations
disclosed no violations of our regulations, obviously, we should be
concerned that such an operation can exist under current regulations
of FDA and the DBS, and so on. “Aside from the welfare of the sub-
jects, the question of validity of the studies may still be raised, espe-

cially the possibility of concurrent testing of drugs.”

It seems to me that that sentence in itself is a strong indictment of
the criticism of the methods being used by Dr. Stough when Dr. Jen-
nings says that we should be concerned that “such an operation can

exist under current regulations.”
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Dr. Ley. Mr. Chairman, the most effective measures to correct such
problems as exist in the operation there is the peer review committee.
That is, to my way of thinking, after reading very, very carefully the
Alabama Commission report, the one major item that would have
made that event in Alabama unlikely.

On the other hand, I do not wish to give the impression that I can
or should attempt to place fault at any one level in the complex system
that is responsible for oversight of such studies. Dr. Stough had certain
responsibilities. The institution or prison had certain responsibilities.
The Alabama Medical Society in turn had responsibilities, the sponsor
did, and last but not least, we in FDA did. ’

Senator NrLsoN. What is the legal responsibility of the Alabama
Medical Association ? ‘

Dr. Ley. The Alabama Medical Association does have an oversight
function here in terms of the physicians operating within their State.
They did become involved in what amounted to a peer review of the
Alabama. prison operation at the request of the warden. This is the
responsibility that they perhaps should have been fulfilling earlier.

Senator Nrrson. Do I understand, then, that you will make a pro-
posal for a peer review committee ?

Dr. Ley. That is correct.

Senator NELsoN. Is this under statute ? '

Dr. Ley. This is a part of our regulations. I would propose that this
be published as a proposal, with 30 days for comment. We undoubted-
ly, as I indicated, will have considerable comment. But I see no reason
why the establishment of a peer review structure in experimental drug
testing should not and can’t be applied in this area.

Senator NersoN. Would it be one of the first orders of business,
then, that once a final decision to establish peer review committees was
made, they will be used in the experiments being conducted in the
prisons in this country ?

Dr. Ley. It would indeed. -

Senator NeLson. I have read, as I know you have, a very comprehen-
sive 22-page—what amounts to a peer review, I guess you would say—
report from the Alabama Medical Association, signed by six persons,
three of whom are M.D.’s, one a Ph. D. and one a lawyer and another
one identified as Mr. Patterson, but not identified as to his profession.

Let me say that I read it as a very damning indictment of the
conduct of studies by Dr. Stough. The medical group states on page
14: “The work of Dr. Stough and to some extent Dr. Long is, bluntly,
unacceptable.” : _

I would like to ask, because I could not get it straight from reading
the news stories, as I understand it, Dr. Stough was doing drug IND
studies for ethical drug houses, correct? / :

Dr. Liny. This is true. ~

Senator Nerson. He was also doing studies for the Division of
Biological Standards, is that right? ’

Dr. Ley. I cannot speak for this, because I am not that familiar
with the record. I do not believe that that operation, as I believe
Dr. Murray told me, was in the Division of Biological Standards. |

Senator Nrrson. He was, as the news story appears, extensively
collecting blood plasma. '

Dr. Liy. This is correct.
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Senator NersoN. Was that for the DBS?

Dr. Ley. That was a source of plasma for use in prepamnfr gamma
- globulin, as the situation was outlined to me by Dr. Murra,y.

Senator Nerso. I realize that is not your field. But it was drawn
for DBS, then?

Dr. Ley. It was drawn for produotlon of gamma globulin by com-
mercial processors.

Senator NeLson. I see. Under the supervision of DBS?

Dr. Ley. Again, you are getting into detail, Mr. Chairman, that——

Senator Nrrson. All right. I will inquire of them.

(The subsequent information was recewed and follows:)

U.S. SENATE,
SELECT COMMITTEE ON SMALL BUSINESS,
~ Sy . Washington, D.C., August 13, 1969.
Dr. RODERICK MURRAY,
Director, Division of Biologic Standards, National Institutes of Health,
Pubdblic Health Sermoe Dapartment of H ealth, Educatwn and Welfare,
Washington, D.O. - .

DEAR DR. MURRAY : The Alabama Medical Association and the New York Times
haye reported on the plasmapheresis program recently carried.on in various state
pmsons by the Southern Food and Drug Research Company.

It is my understanding that Drs. Stough and Long, officers of the company, and
their assistants were collecting plasma for use in preparing gamma globulin, an
activity which comes under the jurisdiction of the Division of Biologic Standards.

It would be greatly appreciated if you.would send me a detailed description of
the past and present activities of Southérn Food and Drug in this field, your rela-
tionship to these activities’ and your ﬁndings w1th respect to the quahty of the
work 'of its personnel. i

Sincerely; : SRR . .
GAY,L,ORD NELSON,
Chairman, Monopoly Subcommittee.

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE,
PUBLI¢C HEALTH SERVICE,
Bethesda, Md., September 12, 1969.
Hon. GAYLORD NELSON,
U.8. Senate,
Washington, D.C.

DEeAR SENATOR NELSON : This is in reply to your letter of August 13th concern-
ing the activities of Southern Food and Drug Research Company in relation to
the collection of plasma for processing to albumin and globulin. The events re-
ferred to occurred in 1964 and we have had some difficulty in identifying the
records relating to this matter since our information came to us through the re-
ports filed by the processors of the plasma to albumin and globulin.

What follows may seem lengthy but this description of the elements involved
in the production of albumin and globulin are essential to an understanding of

-what is involved as far as the safety and effectiveness of these products is
concerned.

The “biological products” provisions of the Public Health Service Act apply
to the safety, purity and potency of such products. In the case of albumin and
globulin, which are prepared from human plasma, these criteria are met if the
final product is safe, pure and potent. Thus, for example, the residual blood
present in human placentas has provided a valuable source of these materials
(particularly immune serum globulin) for many years. On the basis of this
and other experiences, it has been fully accepted for the past 15 years or more
that the method of processing plasma to globulin and albumin renders the final
product safe for administration. There is no recorded instance of hepatitis hav-
ing developed following the administration of albumin or globulin prepared by
the Cohn method used by industry (alcohol fractionation followed by heating
developed by Dr. Hdwin Cohn and associates during the period 1940-1947).
Since the incidence of hepatitis following blood transfusion is 0.1 to 1.0%, it is
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believed that a plasma pool used for fractionation, representing usually 1,000
or more donors must have some hepatitis virus in it. There is no way of prevent-
ing this. Even if a pool does contain such virus, it is clear that a safe, pure and
potent product is assured by the method of processing plasma to albumin and
globulin.

Plasma for fractionation is frequently obtained by manufacturers under the
so-called “short supply” provisions of the regulations concerning biological prod-
uects. Under these provisions the manufacturer establishes procedures with the
suppliers, determines that these are adhered to and informs the Division of
Biologics Standards of the arrangements, together with the names of the sup-
pliers operating under these provisions—usually a great many sources of various
.kinds such as licensed and unlicensed blood banks, plasmapheresis centers, blood
collecting stations, etc. Personnel from the Division check on these suppliers
from time to time to determine adherence to the agreements between the manu-
facturer and the supplier which spell out the procedures to be followed. Copies
of these agreements are filed with DBS.

There are no provisions within Sec. 351 of the Public Health Service Act,
which addresses itself only to the safety, purity and potency of final products,
for the development of requirements for the protection of the blood donor except
as ‘they might affect the safety, purity and potency of the final product. If the
donor is injured by the bleeding process used to obtain plasma for fractionation;
e.z., by suffering anemia, infection or physical damage, recourse may be made
to local laws—Ilaws relating to malpractice, ete. In the case of products where the
procedures may affect the safety and purity of the final product, as in the case
‘of blood for transfusion, regulations-are adopted.- = -~ i ) :

When the Division of: Biologics Standards became aware in June 1964 of the

. ogcurrence: of ‘a number of cases of hepatitis in. the Alabama prison,. presumably
“related to the plasmapheresis program, it conferred with the National Com-
“Iounicable Disease Center which collects epidemiclogic data on infectious: dis-
eases, including hepatitis, and attempted to investigate the plasmapheresis
operation. However, an on-the-gite inspection was not possible because operations
had been indefinitely suspended. . ‘
_ In order to be sure that the saféty of the albumin and globulin had not in some
way been compromised, the following actions were taken: )
© (1) An embargo was placed on any lots of albumin and globulin which
may have been prepared from plasma pools which contained any plasma
coming from this source. This was done on July 2, 1964. The manufacturers
complied. o ‘ . ) i
" (2) Surveillance of hepatitis in relation to products already released to'the
market was instituted by the manufacturers and by the National Communi-
cable Disease Center.
. Since 1964 there has been a considerable voluntary tightening of the plasma
collection procedures used under the “short supply” provisions. These included
more frequent inspections by representatives of the manufacturers and the
formulation of more detailed instructions to be followed by the supplier of
plasma. Manufacturers have provided us with detailed statements of the proce-
dures used. Those operations which we have inspected since this time have been
satisfactory.

Our records indicate that in 1963 three manufacturers of albumin and globulin
were receiving plasma from Dr. Stough and his associates. In 1964 there were
two. Since 1964 only one manufacturer is indicated as having obtained plasma
intermittently from this source. o

There is no indication from the record to indicate that the plasma supplied
by Southern Food and Drug Research Company was not suitable for producing
satisfactory albumin and globulin. :

If we can provide any further information in this matter, we would be happy
to be of assistance.

Sincerely yours,
RODERICK MURRAY, M.D.
Director, Division of Biologics Standards.

Senator Nerson. You have read the medical association comment,
has the FDA done a comparable study in depth of the work being done
by Dr. Stough, in the kind of depth that was done by the Alabama
Medical Association peer group, so called? o
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Dr. Ley. We have very recently completed a detailed review of all
results Dr. Stough obtained in his studies in the Alabama prison
system. In our context and in our framework—that is, in the frame-
work of the investigational drugs followed—comparing his results
with other results of other investigators, looking at comparable re-
sults from related drugs, and so forth, we find in the sense of a scien-
tific investigation no reason to question the basic validity of Dr.
Stough’s observation. Indeed, in several instances, he was highly criti-
cal of drug products because of adverse reactions which he reported
and which were reported by other people. So we have conducted a
review. But it is not in the context of a commission report. '

Senator NeLsoN. Let me understand you—the review was done on
the written material submitted to the FDA ¢

Dr. Ley. Right.

Senator NersoN. My question is: Has the FDA sent its own team of
investigators to do an on-the-spot evaluation of the performance of
the protocols he has?

Dr. Ly, This we have, Mr. Chairman.

Senator NeLsoN. A team ?

Dr. Ley. A team. I think at this point, my statement would be very
appropriate, because it tells you what we have done.

lSoena,bor Nzerson. All right. So you may wish to have in mind some
points raised by the medical association, let me give you a couple of
points from there.

As to your review and your conclusion as to the adequacy of the
written material you have, what’s your response to the story in the
New York Times that, for example, they are paying the prisoner—he .
gets paid $1 a day—and I understand from the story that his monthly
stipend is 50 cents. It was a strong motivation to get the $1 a day. How

_can you tell from the studies you reviewed, the written materials sub-

mitted to your office, how can you tell that the side effects on these
prisoners were reported when the reporter says that one of these
prisoners, or maybe more, was sick from the drugs, but declined to
report it because he did not want to lose the $1. How do reports from
your office discover that?

Dr. Ley. Our reports and our investigations do not specifically
approach this type of question. This is a question of not only the
quality of informed consent, because the money provided to the patient
offer an unusual stimulus for him to stay in the program and an
unusual stimulus for him not to exercise his right as a subject to with-
draw from the experiment if the effects were exceedingly unpleasant
or unsatisfactory to him. '

The points raised in the Times article are more matters of considera-
tion by an appropriate peer review group in the Alabama situation.
The questions that were raised there are not questions that can be
answered by our investigative team of an inspector in a position to
visit the prison for a day or two. It is impossible to get that type of
information by an outsider coming in for a relatively short period of
time. The appropriate group for resolving the questions raised in terms
of remuneration would be a peer review group.

Senator NeLson. What about the question of the prisoner not report-
ing toxic side effects which would certainly be critical to an evaluation
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of the drug and are not found in your files—the patient who does not
report it because he wants to continue to get the money ¢

Dr. Ley. The basic problem here, Mr. Chairman, is that the remu-
neration to the prisoner was too much. This meant that the prisoner
had a very strong pressure not to report and not to withdraw from the
study. Therefore, he would decline to say that he felt any adverse reac-
tion. This is bad for the prisoner in that it exposes him to unnecessary
risk, it is bad for our records in that it does not provide us full informa-
tion. If the stipend system had been set by the peer review group at a
much lower level, there would have been no such insistence on the
prisoner’s not reporting because he wanted to stay in the study.

Senator NeLson. I am going to ask that the full report of the Ala-
- bama Medical Association study of the use of prisoners for drug trials
in Alabama be printed in the record at this point.

(The study referred to follows:)

THE USE OF PRISONERS FOR DRUG TRIALS IN ALABAMA
INTRODUCTION

Statement of the Problem: It has been well said that while conflict between
right and wrong is melodrama, conflict between right and right is tragedy.

It is right that the health of the public be protected by drug testing. Following
extensive animal experimentation, such as that now being conducted by (or for)
all of the ethical manufacturers of pharmaceutical products, there inevitably ar-
rives the time when someone has to be the first human to receive the new drug.
We strongly endorse the policy of the Food and Drug Administration which

_ insists that in most instances the someone be, not an enfeebled, sick man, but a
healthy human volunteer. Who should that volunteer be? We shall shortly
return to that question.

It is also right that every precaution be taken to safeguard the health of
the prison inmates. We believe that this has been done in principle and in
policy but that under the existing circumstances, it has not been possible to do
so in detail.

At first glance, it may seem that there is an inevitable conflict between these
two “rights”. The major effort of this committee has been directed toward this
dilemma. In this effort, we have been aided by the complete support of the gov-
erning body of the Medical Association, and by the cooperative attitudes of the
Food and Drug Administration, of the State Health Officer, the Montgomery
Advertiser, the members of the Board of Corrections, the Commissioner and staff
of the prison system, the representatives of a number of leading pharmaceutical
manufacturers, and of a variety of consultants from inside and outside our
State. We wish to thank these groups and individuals. Without such support
and cooperation, it would probably have been impossible for us to arrive at any
practical conclusions and recommendations.

BACKGROUND INFORMATION

It appears that the Southern Food and Drug Research, Inc. has been operating
a research program in the Alabama Prison System since 1962 with the approval
of Commissioner Frank Lee and the Alabama Board of Corrections. The president
of Southern Food and Drug Research (known between 1963 and 1967 as JEMCO,

“Ine.) is Dr. Austin R. Stough who is a graduate of the University of Oklahoma
and of the Medical College of the University of Tennessee. He conducted re-
search programs in the Oklahoma prison system and the Arkansas prison system
before coming to Alabama. Dr. Irl Long who was previously in general practice in
Montgomery and who is still prison physician for Kilby Prison is associated
with Dr. Stough in providing medical direction for Southern Food and Drug
Research. :

The original emphasis for Southern Food and Drug Research was on a
plasmapheresis program but this was discontinued in 1964 following an outbreak
of hepatitis which involved 876 prisoner participants with three deaths. (A
Public Health Service investigation showed that the outbreak was definitely
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linked with the plasmapheresis program and a significant break in aseptic
technique was found which accounted for this.) In 1968, however, the Food
and Drug Administration set for the various drug houses much stricter stand-
ards for drug testing and these included a greatly increased demand for Phase I
testing (Phase I testing is that done on healthy humans after completion of
the animal experimental work). As a result, proficient investigators with adequate
facilities were in considerable demand and Southern Food and Drug Research
then concentrated its attention in this area. '

Over the years since then, the drug houses seem to have been generally satis-
fied with what was done in Alabama and the Food and Drug Administration has
had no specific complaints although they queried the number of investigations
being done at any one time as being perhaps too many for adequate medical
supervision by the limited medical staff of Southern Food and Drug Research.
Internal control over the program by the Board of Corrections and its officers
appears to have been limited in amount with the Medical member of the Board
(Dr. McLaughlin). briefly reviewing the protocols for each new drug trial and
occasionally mentioning them to members of the Board.

Membership on the Board of Corrections is not a full-time position. With their -
primary interest to attend to, it could not be expected that members of this
Board be completely and constantly aware of every transaction affecting the
prison system at a given time. A busy physician could not devote the time Te-
quired to properly evaluate the protocols without neglecting his private patients.

The 'Commissioner and his wardens apparently gave Dr. Stough and his group
ready cooperation with very few questions being openly asked. The prison phy-
sicians for the other two prisons involved in the drug testing program (Dr. Ed-
wards at Tutwiler and Dr. Mracek at Draper) generally required that they be
kept advised of new drug testing programs in their own prisons when these were
initiated.

While most of the work done by Southern Food and Drug Research was for
private drug companies, other programs were occasionally undertaken for agen-
cies such as NASA and on a subcontracting basis for the Medical College of
Albany, New York. Conversely, a very limited use has been made by the Univer-
sity of Alabama Medical Center of prisoners for drug trials and the Red Cross
has, at infrequent intervals, taken blood from prisoners:

In January, 1969, the Montgomery Advertiser-Journal, over the byline of Mr.
Harold B. Martin (Editor and Publisher) launched a series of attacks at the
drug testing program being conducted in Alabama prisons. In addition to hint-
ing at excessive profits being made, at the expense of the health of the prison-
ers by Southern Food and Drug Research, certain additional medically oriented
accusations were made :

1. Although the inmates signed a waiver they were not told of the possible
effects of tests while the prisoners’ strong néed for extra money largely
invalidated the requirement of informed consent.
2. Physical examinations were not being performed before each program
as required in some protocols. . :
. 3. A doctor was not present during many of the potentially critical periods
of reaction.
4. Some of the experiments left the men too sick to perform their regular
duties.
5. Prison inmates drew blood and performed other techmical procedures.
6. The contrast between the facilities for the private concern’s testing pro-
gram and the extremely inadequate facilities available for treating sick
prisoners was shocking. ; :
7. A number of quite serious reactions had occurred among prisoners but
these had received little attention.
8. The administration of the program with prisoners sometimes, giving
false histories and not taking the medicine provided for them, made the
~results of the testing program somewhat unreliable.

The newspaper articles were not entirely negative and they did point out that
needed research was carried out, inmates did receive money to buy cigarettes
and other needs, and the Prison Welfare Fund received some monies which
could be used for programs that the State did not provide. (At Kilby and Draper
twenty percent of the money paid to the prisoners went to the Prison Welfare
Fund). The newspaper suggested that the entire program be placed under the
authority and supervision of the University of Alabama Medical School, that
the participants be properly remunerated, that profits from the program should
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go for improvements in the prison system, that the testing program be so sched-
uled as not to interfere with the work or training at the prison; that the partici-
pants be clearly informed of possible dangers involved in the program, that the
controls over the program provide for good scientific evaluation and that good
medical supervision be exercised at all times.

Following this adverse publicity which carried distinct connotations of laxity
on the part of the Board of Corrections and possible dishonesty on the part of
certain of their senior employees, the Board of Corrections adopted the follow-
ing resolution. : ;

“That the Chairman be authorized to appoint a committee of two or more
persons qualified to determine from a medical standpoint; and not connected
with the Board of Corrections, to investigate any drug testing programs con-
ducted in the State prisons, to determine whether the programs are properly
supervised to protect the health of the participants, both in testing and in the
event of any after effects of the testing, to determine whether any prisoners are
being abused in any way, and to report to the Board their findings.”

Upon receipt of this request, this committee was appointed by the governing
body of the Medical Association. The report constitutes our findings.

FINDINGS

The findings of the Committee may be summarized under the following

headings:
1. Prison testing facilities

. Equipment and staff (Southern Food and Drug Research)
. Drug house relationships
. The situation in other states
. The present medical program (Alabama Prison System)
. Errors of fact

1. Prison Testing Facilities

Kilby, Tutwiler and Draper Prisons were visited during the course of the
investigation. Private conversations were held with the three wardens, the three
prison physicians (two of these were seen elsewhere than in the prison for
which they were responsible), Dr. Stough, the staff providing medical care in
the three prisons, technicians involved in the testing program, and a number of
prisoners who were on or had been on one or other of the testing programs
together with a number of more junior prison officials.

At Kilby Prison a list was seen of prisoners who had been selected by the
Southern Food and Drug Research from their records as being suitable subjects
for a new test which was being started that morning. No person in the prison
system had any hand in selecting this initial list. From about 60 names which
had been submitted, the warden had deleted about ten because, so he advised
us, these persons could not be spared by their division heads from their official
prison occupation. Most of the remaining 50 prisoners had been called into- the
testing room in the prison that morning in groups of about six persons. While
blood was being taken from them (apparently for laboratory testing) they had
received a rapid-explanation of the purpose of the test, (there was considerable
variation in the understanding of what had been said) with the statement that
the drug being tested was safe and should the laboratory tests be satisfactory,
they would be asked to sign a waiver-consent form. All this had seemingly been
done by technicians with no physician being present as far as could be deter-
mined. Two of the four prisoners who were interviewed indicated that they
had never been examined by a physician while they were in the prison although
they had been on several drug trials. One of these prisoners told of tests with
an anti-hypertensive drug which had had to be discontinued after three weeks
(the trial was supposed to run for four weeks) because of severe reactions among
those taking the pills, He himself had hung on to the end although he had been
feeling very ill and had not complained of this illness, because it would have
meant his losing the pay which he was hoping to receive for his participation.
The majority of the prisoners interviewed indicated that the only reason they
participated in the drug trials was because of the money which they were paid...

At Kilby, the original medical screening of convicts and the treatment of those
who fell ill appeared to be largely in the hands of Mr. Howell, a man with very
little previous medical training. His prior experience before entering his present
position had been that of a venereal disease inspector. This man is supplemented
in his duties by a number of part-trained inmates who are used as orderlies.

SO N
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It was stated, with pride, by this individual who functions as hospital director
that he himself was able to deal with nine out of every 10 patients who came
to him so that the doctor was not bothered.

Mr. Howell has the title of Medical Technician. However, it is apparent that
he has been permitted to usurp responsibilities far in excess of his qualifica-
tions. It has been learned that this individual is responsible for the filling of
requisitions for drugs from the other prisons within the system. In this capacity
he has made substitutions for the drugs requested. Such decision should be
made by a licensed physician. It is apparent to this committee that with proper
controls this situation could not:have existed.

Conditions in the so-called hospital at Kilby were appallingly bad and would
not have been acceptable fifty years ago, let alone today. One felt that a little
extra effort and a little additional money would have made a tremendous dif-
ference if only the drive had been there. The importance of this hospital at
Kilby is that it turned out later that persons having severe reactions to any
of the drug trials in any of the prisons were transferred to this hospital for
more intensive care.

The situation at Tutwiler Prison where only women are housed was im-
measurably better than at Kilby. Both the warden and the hospital matron knew
what was going on and had details of each protocol in front of them. Only
relatively innocuous drugs such as certain hormonal products were tested at
Tutwiler (the potentially dangerous drugs were tested at Draper and Kilby where
only men are housed). The subjects in each trial knew the purpose of the trials
and reported regular and adequate supervision. Housing and care were generally
satisfactory and the morale of ‘staff and prisoners was obviously high. It was
notable that these prisoners received a larger weekly allowance than was the
case in the other two prisons and appeared to make good use of this. We were
told with pride by the prisoners of patients with cancer, which had been diag-
nosed early as a result of the testing program and that these patients were now
receiving proper treatment. The difference in this prison was more than could be
accounted for by the nature of the trials being undertaken, or by the fact that
this was a woman’s prison. .

The situation in Draper was similar to that which had been found at Kilby,
though not as bad. The difference was probably related to the dedication of the
prison physician and to the strong sense of responsibility of the warden. There
was no question here but that inmates had been’used as technicians until very
recently, while severe drug reactions were not being given the attention (medical
or experimental) which their condition deserved. Supervision for patients who
had been ‘“stopped up” in the special room constructed by Southern Food and
Drug Research, appeared to be almost entirely non-medical in nature and no
really adequate provision had been made for any serious, unexpected, severe
reaction. Once again, it appeared that most of the prisoners were volunteering
purely for monetary reasons and were staying on the tests even after disturbing
reactions had occurred simply to be paid more. There was some question whether
a physician was being called on to decide what reactions were serious enough'
to constitute a demand for a patient to be withdrawn from a trial or whether
this decision was in the hands of a technician. Here also, it appeared that the
drug trials were given priority over the normal business of the prison and this
division of authority could hardly have benefited the status of the local
prison officials . who were doing, apparently, a good job under difficult
circumstances.

Your committee believes that by and large, the research studies completed
and published in highly respected journals by staff members of Southern Food
‘and Drug Corporation represent creditable, useful, and practical contributions
to medical science. However, this good should not be permitted to hide the
manifest defects in the present system.

The Board of Corrections with its physician member has naturally assumed
that any doctor conducting experimental studies on human subjects would take
the utmost precautions to safeguard the health of such subjects. Their confi-
dence has been gravely abused.

It is the opinion of the committee that the prison testing facilities in Kilby
and Draper do not measure up to minimum standards and compare unfavorably
with what has been described to us as existing in several other states (see later
in this report). Within Alabama, the limited testing done on prisoners at the
Clinical Research Center of the University Hospital under the direction of
Dr. Clifton Meador (now Dean of the Medical School) provides a striking con-
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trast to what was observed in Kilby and Draper. In this University program,
a few prisoners were selected for good behavior and understanding of what
was involved. They were housed in the same quarters where other non-prison
volunteers were housed with no guards. None took advantage of the easy oppor-
tunity to escape and since discharge from the prison at least one former prisoner
has revisited the Research Center to express his gratitude at being given this
opportunity for moral rehabilitation.

This committee was confronted with a seeming conflict of interest when it
viewed the dual role of Dr. Irl Long serving as both senior prison physician
and as an officer of Southern Food and Drug Research. Even Dr. Long readily
acknowledged that a potential conflict of interest could exist. This unconscion-
able situation, regardless of reason, should never have been permitted to come
into existence. This situation places all persons concerned in an untenable
position exemplified by the necessity for the investigation.

2. BEquipment and Staff (Southern Food and Drug Research)

The laboratory of Southern Food and Drug Research occupies the second
floor of a building at 306 Arthur Street in Montgomery, Alabama. Space seems
adequate and work tables, casework, shelves, record storage areas and equip-
ment seemed sufficient for the work done. Reagents appeared fresh, were well
labeled, and stored in an orderly manner. Major equipment consisted of micro-
scope, large centrifuge, freezer, refrigerator, flame photometer, water bath,
spectrophotometer, P.H. meter, Coulter counter, and a dual channel auto-
analyzer for doing several routine chemical procedures using several manifolds.
Procedures determined with the autoanalyzer consisted of BUN, sugar, alkaline
phosphatase, total bilirubin, total protein, and albumin. Several enzymes were
being determined by manual methods. CBC’s and urinalyses were done by routine
methods including a Coulter counter for cell counts. The refrigerator contained
Dade commercial control sera and some homemade pooled sera.

‘We examined a series of alkaline phosphatase and bilirubin values directly
from the autoanalyzer chart paper and saw one set of standards and one control
for about twenty unknown patient samples. The control was calculated from
the chart and showed an error of about 409 on the alkaline phosphatase. This
was pointed out to the laboratory director and he excused it on the basis that
commercial controls were sometimes wrong and that they could depend more
on their own values. (In our experience this is occasionally true but it requires
repeating the tests with other controls.) His attitude -to us was unacceptable
and reflected poor technique. The technician operating the analyzer on the
day of our inspection had limited knowledge of the instrument.

All personnel were certified by American Medical Technologist which has
limited significance in our opinion, but most had received military training in
laboratory schools. These military programs are frequently quite good, and the
laboratory director seemed well informed. We conclude that the laboratory is
adequately equipped, staffed by people with minimal, if not marginal, acceptable
training and results are generally but not always accurate. It probably compares
favorably with many small hospital laboratories in Alabama but lacks the better
qualified personnel and more careful quality control seen in better run labora-
tories.

Some tests such as Pap smears and PBI’s have been done by Dr. Robert Adams
of the Montgomery Baptist Hospital for the past four years and Dr. Adams
has given free consultation about laboratory procedures to Dr. Stough by
personal contact and telephone on several occasions. Random samples of ‘the
other procedures have at other times been sent to Dr. Adams’ laboratory for
comparison of results. Our conclusion that Dr. Stough operates an acceptable
but not always reliable laboratory was shared by Dr. Adams who has privately
recommended to Dr. Stough better supervision of the laboratory and indeed of
the entire testing program.

3. Drug House Relationships

Reputable drug firms are concerned with developing and producing effective,
safe medications. Their record in carrying out this function is unassailable.. In
their search for new therapeutic agents they maintain an impressive laboratory
operation with a competent, highly trained research staff, All newly isolated or-
synthesized entities to be evaluated for drug potential are carried through an
exhaustive battery of tests in several species of animal subjects providing
toxicity data and general pharmacological profiles to serve as a basis for pre-
diction of human responsiveness to the same agent.
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The preclinical or animal work required of the drug developer is not specified
in detail by the FDA and may vary within limits depending on the nature of
the compound. The studies, however, must leave no “blind spots” in the animal
pharmacology. It is generally accepted that the need of the manufacturer to
intimately and thoroughly know his product and the responsibility of the FDA
to protect the public from drug hazards is adequate proof that the manufacturer
has done everything possible to provide, by animal studies, predictive informa-
tion for use in human studies. .

Regardless of the sophistication and exhaustiveness of animal studies, how-
ever, the definitive test of what the drug will do in the human is learned only
by use in humans. The predicitive value of animal studies is less than absolutely
established. Litchfield, in a retrospective study of six drugs evaluated in labora-
tory animals and man, found inconsistencies but concluded that some predictive
value could be shown. Penylbutazone threshold difference between rabbit and
man is more than forty fold. A compound shown by Brodie to anesthetize the rat
satisfactorily so that infusion for 8 hours was followed by complete recovery
in 10 minutes was, in-a eareful study in the first human subject, found to require
48 hours for recovery after a 10 minute infusion. Thus, there is inherent in
the clinical testing to follow some usually small but inassessible hazard.

It is reassuring to remember, however, that the compound’s activity is in the
physical and chemical properties of its molecule. A clinical pharmacologist
thoroughly familiar with the physical and chemical nature of the drug and with
appreciation of the fact that the body’s ability to dispose of a drug often depends
on any enzyme system with broad or narrow substrate limits, will be prepared
for dealing with blood levels that might result from the human’s not possessing
a polarizing enzyme with spectrum broad enough to include it. Clinical testing
should either be done by an investigator trained in clincal knowledge of the
new and potentally hazardous test material; or there should be extensive con-
ferences between preclinical and clinical investigators and not just a mere pres-
entation of the animal data reports with the assumption that they will be read
and perceived.

It is our opinion that Phase I studies, in general, and, in particular, those
involving a first human testing, do not give sufficient importance to either the
choice of the investigator or the briefing of the investigator. This is particularly
relevant for agents of an entirely new action category or having a new chemical
configuration. There is the impression often that protocols are passed to any
available clinical investigator to be carried out in a routine sterotype manner.
A clinical investigator may thus be doing a-job in which he feels competent from
having performed perfunctorily in the same capacity for many years but with
very little understanding of the role he is performing. FDA and pharmaceutical
manufacturer’s monitoring is provided but this evaluation may be too super-
ficial and :too remote to provide maximum safety. Less than ideal Phase I
testing inevitably increases the risk for those volunteers used in Phase IT (the
first testing on selected sick patients). In a recent discussion of a new drug
product, Dr. Gilgore of Pfizer Laboratories remarked that—

“For the early Phase II studies we want our investigators to be the most ex-
perienced -available. Careful review of the literature and discussion with physi-
cians at scientific meetings are important aspects in our investigator selection
process. 'We selected four well-recognized experts in the field as our principal
‘Phase IT'investigators. With these:we discussed the experimental procedures to

" be followed.and with collaboration of statisticians, designed the -clinical pro-
tocol. . . . After pilot studies were completed we called our investigators to-
gether for a ‘think tank’ type of discussion at which their results were received.”

In contrast the only mention of selection:and briefing of Phase I investigators
is that “two were selected.” @ =« i
- In: the present-instance-there is no reason to believe that the pharmaceutical
firms failed to act in good faith or failed to discharge their responsibility to the
general public to develop safe effective therapeutic agents. They contracted with
approved clinical investigators to carry out approved research projects. However,
there are some points for possible criticism, (1) There may have been a too
superficial monitoring of the clinical work which they support, (2) They demon-
stratéd some lack of discretion in selection of their Phase I investigator. Thus,
there was a need to consider the number of projects to which the prospective in-
vestigator was already committed, (3) Their initial conference sessions may not
‘have ‘provided for adequate grounding of the investigator in all the significant
basic properties of the test material, a ',parti‘cul'arly important point when the
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limited training in basic pharmacology of both clinical investigators (Drs. Stough
and Long) is considered. )

That the drug manufacturers are interested in conducting and supporting re-
search programs of quality is confirmed by a consideration of two clinical pro-
grams established and operated by two of the major firms, the Upjohn Company
and Parke-Davis at the Southern Michigan State Prison. These programs in-
volved an initial expenditure of perhaps one half million dollars for facilities and
are generally believed to be first class, both in providing for optimum safety and
welfare of the human subjects and in providing dependable clinical data.

There is no reason to doubt that excellent programs are desired by the drug
manufacturers or that they would support such programs. Despite this, both
the drug firms and FDA have given tacit approval to the research in Alabama
prisons, an approval based on their confidence in the reliability of data so
obtained.

It should be noted, however, that neither is primarily concerned with the rights
and welfare of the institutionalized research subject. There is within the body of
the law some provision for protecting the welfare and rights of prisoners used
as research subjects, but in the absence of sufficient funds and some watchdog
mechanism, these rights may be abuged. There is the justifiable view that the
drug manufacturer is not abandoning any moral or ethical responsibility in
assuming that the welfare of institutionalized human subjects used in testing
its products will be adequately underwritten by the administrators of the in-
stitutions or by other state agencies, boards, or commissions charged with that
responsibility. The states in which prison inmates are used as experimental sub-
jects provide examples of very adequate provision for welfare of the human sub-
jects through “human use” committees and “human experiment review boards’”
which are concerned primarily with protection of the human subjects. That, ex-
cept at the Medical Center, there is no such firmly structured monitoring group
in Alabama should not be considered to extend the responsibility of the drug
manufacturer to assume this neglected duty. There is good reason to believe,
however, that the pharmaceutical manufacturers would much prefer to have
their clinical programs conducted under an officially supervised system in which
the welfare of the human subject is assured.

The committee is of the opinion that drug companies would also prefer a sys-
tem which would provide for on going ‘“quality control” during a drug testing
program and a certainty that all possible toxic reactions, whether real or only
apparent were being fully reported. An agency which would establish clinical
research standards and policies and critically assess the safety and propriety of
all procedures and the conducting of these would serve the cause of drug re-
search and the principle of inividual rights.

In summary it may be concluded that the pharmaceutical firms are generally
not subject to criticism for the present state of the clinical research program
under investigation. They have contracted with approved clinical investigators
to do approved research on compounds which they have developed and for which
they have provided very thorough preclinical testing. That they may have been
unwise in their selection of a clinical investigator is a point for criticism but
is understandable. That they have not shown greater interest in the welfare of
the subject used in the clinical investigations is explicable since they would un-
derstandably assume that such an obligation would be underwritten by alert
state agencies. There is evidence that the pharmaceutical firms would prefer to
have their clinical research program conducted under a system by which adequate
state provision for prison inmate welfare would be assured.

4. The Situation in Other States

During the course of this committee’s work, a survey was made on the use of in-
mates for drug testing in the prison systems, of other states. This survey was
made by written inquiry to the commissioners or their counterparts of the 49
other prison systems. At the time of this writing 35 responses have been received.

Twenty states do. permit drug testing within their prison systems. Fifteen
states do not permit testing; however, the State of Tennessee has proposed
legislation which would permit testing within the system there. '

In those states where testing is permitted, their programs appear to be well
structured along two main lines, in order to insure (1) ultimate protection of the
health and safety of the human subjects and (2) minimum interference with
the operational aspects of the prison itself. )

The protective mechanism in most instances is centered around a professional
committee which passes judgment on each testing program that is proposed. Such
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a committee then makes a recommendation to the prison board which must have
final authority before testing can be conducted.

In these states without testing programs the reasons, where given, for their
non-existence were usually a lack of proper facilities and medical facilities in
particular.

The one general area of agreement in those opinions expressed or inferable is
that drug testing is essential. Further, the presence of drug testing programsin a
prison affords another means of rehabilitation through the provision of a channel
by which the prisoners can make both a humane and financial contribution to
society and their families.

The programs in other states have far superior controls, both medically and
administratively, to those presently found in the Alabama system. The relative
lack of controls could well account for the vast amount of testing done in the
Alabama system.

The appendix to this report contains examples of some procedures used in other
systems in which the committee feels have considerable merit.

5. The Present Medical Program (Alabama Prison System)

We believe that the physicians responsible for the health of the prisoners at
Atmore, Draper, and Tutwiler Prisons have done a magnificent job when their
work is considered in relation to the pitiful and almost scandalous lack of fa-
cilities, funds, and personnel available to them. At the expense of personal eco-
nomic loss, lack of time with their families and almost complete sacrifice of
opportunities for recreation and relaxation they have proven their dedication to
the Hippocratic tradition. We applaud the degree of voluntary devotion, to their
own concepts of their obligation to society, displayed by these three prison
physicians.

Certain aspects of the various prison medical facilities have been described
earlier in this report. They, with the exception of Tutwiler, are unacceptable.
The Tutwiler dispensary while superior to that in the other prisons, could be
improved.

6. Errors of Fact

Respect for the Board of Corrections and for Commissioner Lee requires that
the committee report that certain errors of fact did appear in the newspaper
articles concerning the drug testing program. These include :

(1) The ownership of the ward constructed at Draper. This building is
used by Southern Food and Drug Research, Inc. and was paid for by the
corporation. It is now property of the Alabama Prison System.

(2) The “blood draws” allegedly taken at Atmore did take place, but
these were donations to the American Red Cross. We were unable to confirm
any plan to expand the drug testing program to expand the drug testing
vrogram to the Atmore facility.

(8) At no time has an expansion of the testing program been planned to
include the testing of foods. Southern Food and Drug Research, Inc. did offer
(this offer was accepted) $7,000 toward the purchase of new kitchen equip-
ment badly needed at Draper.

(4) No modern laboratory facilities were found to exist at any prison
facility. The laboratory of Southern Food and Drug is in Montgomery.

It is not this committee’s responsibility to pass judgment upon the motivation
behind the printing of these stories. We do not believe these articles were errors
of intent; however, they are errors of fact. The implications of some of these
articles were not substantiated in this committee’s findings.

IMPLICATIONS

Our investigations have shown substantial defects in the drug testing program
as administered at present in Alabama prisons. This does not, however, change
our opinion that drug trials using prisoners can and do serve an essential pur-
pose. They benefit the Nation and provide the prisoner with an opportunity to
contribute something back to society, to earn some extra needed money and to
improve living conditions in the prisons through a well developed welfare fund.
In addition, a well conducted drug testing program would provide extra medical
coverage for prisoners with the possibility of the early diagnosis and treatment
of disease and better diagnostic facilities then might otherwise be available.
Actually this has frequently happened in Alabama.
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Considering the present situation we regard it as being distinctly unsatisfac-
tory. The prisoners’ welfare is not being adequately safeguarded and the
validity of the drug trials themselves must occasionally be seriously in’ doubt.
The chief deficiencies are undoubtedly the lack of an adequately trained staff,
the lack of sufficient interest in the prisoner as a patient, the lack of medical
supervision, the unique pressure toward signing a “consent form” because of the
need for money, unsatisfactory conditions for the treatment of those prisoners
who do fall ill and the lack of any adequate peer review of protocol which are
submitted. For the staff and facilities which are available, there is no question
but that far too many trials are being conducted at the same time. Thus, at the
time of our visit it appeared that no fewer than seven separate trials were being
conducted in the three prisons we visited.

Faced with the present situation one is tempted to look back and ask, “How
did this happen?” It is not our intention, however, to rake over old coals, except
where such a review might lead to improvements in the future. In general, we
would comment that supervision over the program has been inadequate and
the responsibility for this must fall to some extent on all senior administrative
levels. Men, no matter how worthy, simply cannot do what they wish to do,
without the needed funds. The work of Dr. Stough and, to some extent, Dr.
Long, is bluntly unacceptable. Others seem to have been involved more through
innocent acceptance than through anything else. In retrospect it is easy to
see that a request to the State Health Officer for an adequate control inspection
might have saved a lot of grief, but this overlooks reality.

It is only right that prisoners, as wards of the state, should, in the absence
of a drug testing program, receive medical care of the same general quality as
that received by the average citizen of the state.

We believe that with very little help from the State, a sincere attempt has
been made at Atmore prison to give this level of medical care. The dedicated
physician providing this care has paid not only with time and at the probable
price of his own health but, in part, out of his own pocket. It is totally wrong
that a physician should, because of his own dedication be forced to meet an
obligation that should rest firmly on the shoulders of the taxpayers of Alabama.

. Where there is a drug testing program the obligation is different. Here the
responsibility is to provide the quality of care that a volunteer ordinarily receives
at a first class research institution. The fact that the volunteer is a prisoner
does not alter this. Because there are fewer prisoners and because (see above)
the drugs tested are relatively innocuous, the care of Tutwiler has been of high
quality. Again the cost has been met in part from the pocket of a dedicated
physician.

The situation at Draper is different in some respects and similiar in others.
There are many more prisoners, many more testing programs, and drugs that are
far more likely to produce adverse effects are being tested. Despite the strong
attempt and the out-of-pocket contributions of a third dedicated physician who
like the other two; has the full support of his warden, it has not been possible
to provide the minimally acceptable standard of care that could probably have
been provided had there been no testing program. '

The responsibility for the greatly increased cost of a higher standard of medical
care that should be a direct consequence of drug testing is not that of the tax-
payers of Alabama. It is directly or indirectly the responsibility of the com-
panies whose drugs are being tested. There is one large difference, the Alabama
taxpayers have, as yet, shown no desire to meet their responsibility while the
drug manufacturers have seemed willing to meet theirs.

We do not know what the expense of thig difference between the cost of average
quality health care without drug testing and superior care with drug testing will
be.: We are certain it will be substantial. Nevertheless, we have hopes that the
drug companies will do-their part.

It seems to us now that with the exception of the noted errors of fact and their
perhaps graver errors of implication the Montgomery Advertiser was-correct in

- most of its criticisms of the present drug program. There weré insufficient con-
trols over the drug testing program in allowing Dr. Stough a free hand within
the prison system. The responsibility for this omission of controls to protect the
prisoners must rest by virtue of their authority ultimately on the Board of Correc-
tions.. But we repeat.that no man or group of men can possibly meet'a responsi-
bility that requires funds when they are not provided by the State with-even-
minimal necessary funds. i ‘ R

81-280—69—pt. 14——15
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ALTERNATIVES *

As the problem has been described, we are faced with. the dilemma of “right’”
versus “right.” It is certainly “right” that new drugs should be evaluated before
release to the general public, it is “right” that this evaluation should be mean-
ingful—that is, it should be done in a thorough, scientific manner by competent
individuals. It is “right” that the individual who is to participate in the trial
(whether he is a prisoner or not) should do it purely on voluntary basis with
full knowledge of the hazards involved. . .

In this area we are to be guided by the principles outlined in the Nuremberg:
Code, the Declaration of Helsinki, and the American Medical Association’s
Ethical Guidelines for Olinical Investigation—see Appendix. It is “right” that
the prisoner with few rights of any kind should receive at least the average-
medical care available to free citizens, and be protected from those who might
abuse his position and sometimes his ignorance to the detriment of his health
for experimental purposes. It is certainly good if not right that prisoners be:
given a chance to earn some money (especially considering the pittance they
receive otherwise in the Alabama Prison System). It is also good that prisoners.
50 motivated may enhance their self esteem by making a positive contribution-
to the general public welfare by participating in a medical research program..
(Our interview with Dr. Clifton Meador, the Dean of the Medical School, shows-
that a well-run program by properly motivated people may have a definite-
rehabilitative benefit to the prisoners in their ability to relate to the free society).

If there is so much right and good about the program, then what is our prob-
lem? Just as it is good that a well-run private enterprise such at A.T. and T..
runs a superb telephone service in most of the United States, it is also right
that such a monopoly should be regulated for the benefit of the customer who-
has no choice. By the same reasoning the highly desirable drug testing program
might be well run by reputable free enterprise (such as ethical drug firms pre--
sumably do in Michigan) or by nonprofit research organizations as long as the-
research is monitored adequately by the officially designated commission or
regulatory board. There are, however, certain practical problems which make-
such a free competition system awkward. These stem from the necessity that a
unit capable of conducting such research establish major facilities such as:
clinical laboratories, research laboratories and offices in the vicinity of the-
research site and maintain a staff of highly qualified, carefully wselected per-
sonnel. This constitutes a highly specialized functional unit, the existence of”
which would be without purpose in the absence of contracts for research, It is.
doubtful that even an altruistic private organization would be willing to make
such investment without assurance of continuing contracts. If there was such,.
a free competition system would seem impractical or would likely revert to a
monopoly system which would be subject to criticism.

A foundation established by a state institution such as a major university
would be a logical alternative. Such a foundation would serve as a functional
unit with laboratories and other necessary fixed facilities and with clerical and
administrative staff directed by a clinical pharmacologist qualified to conduct
humléan drug research. This foundation would be under control of a board of
appointees qualified in medico-legal aspects of human experimentation, with the-
foundation director serving as permanent chairman. The controlling board would
be charged with the responsibility of reviewing all protocols from pharmaceuti--
cal firms, or others submitting clinical research projects, assessing hazards in--
herent in the projects and critically evaluating the safeguards to be provided.
The controlling board would also be responsible for seeing that all research.
subjects were aware of hazards and entered the programs voluntarily.

To protect themselves from any possible imputation of a “conflict of interest,”
the controlling board of the responsible foundation might advantageously appoint:
a Prison Experimental Review Committee to advise them on any potential risk
to the health of the prisoners. The members of this Committee should not be
related to the research foundation and might include a competent practicing
physician appointed by the Board of Censors, a lawyer nominated by the Attorney
General, and a designee of the State Health Officer. Since our suggestion does not
envisage a monopoly for the responsible foundation: (though the bulk of research.
investigations would be channeled through them) the proposed Committee could
also advise with regard to other groups which wish to conduct their own research.
in the Alabama prison system. .



COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY 5699

.~ Moving from the general to the specific, the two major university-related non-
, Drofit organizations in Alabama which might fittingly establish the research
toundatlon to which we have referred, are the Auburn University School of

[ Pharmacy and/or of Veterinary Medmme and the University of Alabama Medical

i School. The authorities of the University of Alabama Medical Center and Medi-
~ cal School have, however, stated that directing and operating such drug testing
- programs is not within their sphere of interest. On the other hand, they would be
happy to do all that they reasonably could do to aid in providing proper medical
care to the prisoners and in protecting them from the possible harmful effects of
drug testing. Preliminary discussions with Auburn University have been encour-
aging since this University has all the necessary potential and excellent leaders.
This committee thanks both universities for the interest and ‘attention they have
given to this matter.

‘We are thus suggesting that all research protocols from drug companies and
others be submitted to a new research foundation (hopefully sponsored by Auburn

- University) which would review these protocols.

' After approval by the Foundation Controlling Board (with adwce from the
Prison Experimental Review Committee) the Board of Corrections: would con-
sider the proposal from the point of view of prison organization; and if they
approved, submit it to the Medical Director and Warden of the Prison.in which

' the experiment is to be conducted. Any one of these groups or individuals would
have the right to reject the program with written justification for their decision.

(This might reduce the number of programs or participants from the present
excessive level, but it would introduce adequate safeguards for the health of the
prisoners.)

Note that we have refrained from mentioning Southern Food and Drug Re-
search and Dr. Stough. Obviously such a proposed system of controls would
require considerable changes in his present operation. In a free enterprise sys-
tem properly regulated he would have every right to submit his programs to the
research foundation for consideration. Other interested parties might do like-
wise. No firm or individual should hold an exclusive contract to conduct ex-
periments within the prison system. Each would be judged on its merit, safety

- and efficacy.

We are assuming, however, that in the vast majority of instances the research
foundation would. be asked not only to review the protocol, but also to undertake
the research envisaged in the protocol. It would seem reasonable to assess the
firms submitting research projects not only for direct costs, but also to cover
the costs of the additional safeguards to the prisoners (including those of the
Prison Experimental Review Committee) required by the research foundation
and the Board of Corrections.

. Pursuant to an amendment of the initial request made by the Board of Cor-
rections, this committee has considered what it believes to be suitable alternatives
to the present drug testing procedure in whole—or certainly in par't———where
needs are apparent.

These suggestions have been incorporated in Figure 1. Admittedly, both plan-
ning and money will be needed to implement an ideally structured program. The

~numbered items are discussed further in the text of this report, following im-

* mediately after Figure 1.
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(1) As we see it the chief problem that'may stem from the lines of responsi-
bility and of authority that are illustrated in the diagram (Fig. 1) included in
this report relates to the Medical Director. ' : '

Should the Medical Director for the entire prison system of Alabama be di-
rectly responsible to the Board of Corrections or indirectly through'its highly
respected Commissioner? There are obvious potential advantages ‘and - disad:
vantages in each method. We believe that this is a decision that only the Board
should make. However, since it is our present impression that the Commissioner
would prefer not to assume any responsibility in health matters, ‘the diagram
as presently drawn, indicates direct responsibility of the Medical Director to the
Board. Obviously, the Board should have complete authority to make any changes
it wishes as regards such an arrangement. We are suggesting that the Medical
Director be part-time but that a substantial part of his income come from.the
Board of Corrections. He should receive no direct payment from any research
group. : : .

(2) The Research Foundation has been discussed elsewhere. The Foundation
would share with the Board of Corréctions the responsibility for obtaining fund-
ing which would make adequate supervigion of all drug tesing programs in the
prison system a reality. : . TR

(8) The Prison Experimental Review Committee has also been discussed else-
~where. It is essential that this Committee take an active interest in what is
happening and not degenerate into a rubber-stamp mechanism giving approval
as a matter of form. : B '

(4) The Senior Physicians for each prison would continue as at present to
be part-time, but an increased remuneration is strongly recommended. It is pro-
posed that this be achieved by augmenting their salaries by additional funds
received indirectly (see later in this report) from the Research Foundation
through the Board of Corrections. "

(5) It is contemplated that the Junior Physician would be a resident on leave
from a medical center for one year. This doctor would be paid by the Board of
Corrections an adequate salary plus the benefits accorded other full-time prison
system employees. An additional sum of money would be placed in escrow with
the academic institution or hospital from which he is on leave to supplement
his residency stipend during his final period of study. . )

(6) We have noted earlier in this report that the University of Alabama Med-
ical Center has volunteered to do all that they reasonably can to aid in seeing that
prisoners get proper medical care. This committee recommends that the Depart-
ment of Public Health and Epidemiology at the Medical Center be asked to name
a medical advisor to the prison system who would be outside the prison system.
In addition to advising on the delivery of medical care, he could advise on
matters of public health, communicable diseases, sanitation and the relative
importance to be attached to health expenditures in a limited total budget.

(7) We have indicated earlier that the responsibility for the greatly increased
cost of a higher standard of medical care that should be a direct consequence
of drug testing is not that of the taxpayers of Alabama. It is suggested that the
Board . of Corrections (with appropriate advice) determine an estimated total
cost for providing this extra care and that this cost, through the Research
Foundation, be debited back to those drug firms making use of the Alabama
Prison System for drug testing. It seems possible to the Committee that this
cost. might well be more than the present total cost of providing medical care
in the prison system.

It must be emphasized that if this arrangement was achieved, this would not
relieve the prison system of its own financial responsibility for providing ac-
ceptable medical care to prisoners. Indeed, this should provide a stimulus for
much needed improved support from within the prison system. :

SUMMARY

It is the unanimous opinion of this committee that the drug testing program
iy almost ‘essential and should be continued for the benefit of the prisoners and
society in general. However, as presently conducted the program does not- pro-
vide adequate safeguards for the health of the prisoners and leaves something
to be'desired in quality of results obtained. In order to alleviate these problems,
we have made suggestions for certain structural and organizational changes in
the program which should produce a system for drug testing that might serve

as an example fQI* the nation.
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Early in our report, we likened our task to that of observing and commenting
upon a “play” in a theater. Perhaps it is not inappropriate to pursue that analogy.

It has been our privilege to sit on the front row. We have observed a drama
that has displayed certain minor aspects of comedy and many features of melo-
drama. But the major impact has been that of tragedy. There has appeared, over
and over again, conflict between right and right. .

From our posts of vantage we have watched the entrances and the exits of the
characters and the unfolding of the plot.of this drama, we have constantly asked .
ourselves one question: “Who if anyone, is the villain in the Play?”

From time to time we have made tentative judgements ay indicated earlier in
this report, but our final judgement indicates that our search has been successful
and that the greatest villain has been identified. At times, he brazenly occupied
the spotlight; at others he has been seen flitting in the shadows. More often his
presence has been felt even while he remained hidden in the wings. That villain is
human nature. The same character is also the knight in shining armour, the hero
of the play.

OOMMITTEE MEMBERS

Tinsley R. Harrison, M.D., Chairman, Birmingham.
J. N, Clanton, M.D., Huntsville. :

Peter N. B. Peacock, M.D., Birmingham.

Byron R. Williams, Ph. D., Auburn.

Reginald T\ Hamner, L.L.B., Montgomery.

L. P. Patterson, Montgomery.

Senator Nrrson. I would like to ask this question: You have, I
understand, taken a careful look at the Alabama study.

Dr. Ley. I have. ’

Senator Nrrson. Do you have any reason or any evidence that would
refute any conclusions or any statements made by the Alabama Medi-
cal Association in this report ? ‘

Dr. Lry. This is a very difficult question to answer off the cuff.
Much of the criticism or comment, of the Alabama commission is aimed
- at specifically this area of informed consent, the degree of stipend or
the amount of stipend available to the prisoners—all items which, tech-
nically, fall outside the present existing regulations of the Food and
Drug Administration. So that when the statement appears here, “The
work of Dr. Stough and to some extent of Dr. LOH% is bluntly unac-
ceptable”—I must caution the committee and any other persons inter-
ested in the subject that this sentence, although it may be quite appro-
priate when you consider everything that was considered by the com-
mission, is not appropriate on the basis of our review of the scientific
details of the reports of doctors found in our file. However, it is very
difficult to go line by line and make this sort of comment throughout
the report. ~

I believe that in general, the major thrust of this report is that there
was inadequate, incomplete understanding on the part of both Dr.
Stough and on the part of the institution, the prison, of some of the
responsibilities which each had in this particular situation in which
prisoners were used for investigational studies.

Senator Nrrson. But they make a substantial number of observa-
tions which, of course, are not related to paperwork that was sub-
mitted in the studies by Dr. Stough. '

Dr. Ley. One of them that bothers me specifically, Mr. Chairman,
is the remark about the quality control procedures utilized in the
clinical laboratory, performing laboratory studies on blood specimens
of the patient. Even the commission, however, recognized that the
laboratory personnel were minimally trained for the work, but were
Frobably no different from the majority of personnel in most medical

aboratories in the State of Alabama.
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Senator Nersow. I have been taking excerpts. I do not want to leave
the impression that everything in here is negative as to Dr. Stough. It
is not. }'i‘hat is why I wanted to print it in full in the record. And I am
not asking you to endorse or give an opinion, either, on everything they
said, because obviously, your team did not do the same kind of a peer
evaluation that this team did. But if there were anything in here that
you knew of or were certain of that you thought was not correct, I
would think it would be helpful for the record to put it in.

Dr. Lry. I know of nothing right at this moment. I would appreci-
ate the opportunity to review it once more and perhaps submit a state-
ment for the record if there is. ~

Senator Nrrson. We are very pleased to have you do so. I want to
skip to Senator Dole now so he can ask his questions.

I then can conclude that you feel it is very important to establish
a peer group to evaluate the performance of the protocols not only in
teaching hos;l))itals, and so forth, but as soon as possible in all the prison
experiments being done in this country ¢

r. Ley. I do indeed. I think this 1s a very important matter.

Senator NeLson. Senator Dole ?

Senator DovLe. Let me observe, Mr. Chairman, that this committee is
very appropriately named the Monopoly Subcommittee. The chair-
man monopolizes selection of the witnesses and all the time. I believe
on the part of the minority, certain changes should be made. We also
have an interest in the subject matter and it is unfortunate that 99
percent of the time is taken by the chairman.

Second, with reference to the article, the memorandum from Dr.
Jennings to you, Dr. Ley, do I understand this contains a list of drugs
and companies which own the drugs?

Dr. Ley. I believe I only have a superficial memorandum here. There
was an appendix and attachment which have been reviewed in greater
detail since this memorandum.

Senator NErson. I intended to ask that that appended list be printed
along with Dr. Jennings’ memorandum. The list is here so that §enator‘
Dole may see it. : e

Senator Dore. Would this information have been available to any-
one who requested it ? ,

Dr. Ley. In terms of the listing of the studies which Dr. Stough
had been involved in by manufacturer and by IND number?

Senator Dok, Yes.

Dr. Ley. This type of detailed information would ordinarily not
be available to the public or to the members of the press in this form.

Senator Dore. Now, the article that I referred to should be made
a_part of the record, the New York Times article of August 5. It
also states that many of the drugs were listed in code.

(The article referred to follows:)

[From the New York Times, Tuesday, Aug. 5, 1969]
Drue AIDE ApMITS T0 DOUBTS ON TESTS

(By Walter Rugaber)

WASHINGTON, Aug. 4—A leading official of the Food and Drug Administra-
tion has acknowledged that scores of drugs now on the American market have
undergone safety and efficacy tests of questionable validity.

* See pp. 5678-5679.
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Doubts about the ‘tests, conducted in a number of Southern prisons by one
of the nation’s most active. evaluators of new pharmaceutical products, were
apparently felt within the Food and Drug Admlnistration as long asg two years
2go.

Despit‘e the shortcommgs, the agency ‘made no move to- regulate the tests or

- to- (hsquah:fy the physmlan responsible for’ most of bhem, Austm R. Stough.
Dr. Stough is.now based in Montgomery, Ala, =

. Dr. John Jennings, acting director of the agency s Bureau of | Medlcme argued
‘that two inspections of the prison drug teetmg programs had turned up no vio-
lations of the agency’s regulatlons

But -Dr. Jennings went on ;in a-recent memorandum to declare that “ob-
_viously we.should be.concerned that such an operation [as Dr. Stough’s] can

exist under current regulations.”

The memorandum went to Dr. Herbert L. Ley Jr., Commisioner of the Food
“and Drug Administration. It was ‘dated. last Tuesday and was made available
today by a source outside the agency.:

‘The . document :briefly recounted ‘the hlstory of Dr, Stough’s activities, be-
'ginning with a 1964 hepatitis epidemic “subsequently proven:to be caused by
hlS poor technique in the conduct of a plasma-pheresis program.” =

In addition ‘to drug testing ifi the Alabama and Oklahoma state pemtentlarles,
Dr Stough took blood from the inmates and extracted the plasma for use in
a large number of the nation’s gamma globuhn products.

Gamma globulin is widely ‘used to improve a patient’s 1mmun1ty to various
diseases. One Federal Government source has estimated that Dr. Stough’s plas-
ma could have produced a fourth of the national supply.

" A study Dby the National Communicable Disease Center at Atlanta showed
. that the 1964 epidemic afflicted hundreds of prisoners m Oklahoma and Alabama
and in Arkansas, where Dr. 'Stough also worked.

“ Dr. Jenmngs noted that Dr. Stough’s plasma and drug testing operations had
“beeli stopped in Oklahoma “when unfavorable publicity and press criticism led
to his expulsion” from the prison there.

The plasma program continued .in Arkan'sas, however, unt11 late in-1967. It
“was halted in the Alabama prisons in 1964, but Dr. Jennings noted that Dr.
Stough “set'up shop” there for drugs tests, and these continued. -

Dr. Alan B. Lisook, the lone physwlan regularly employed by the Food and
:Drug Administration to make field investigations of drug testlng activities,
. visited Dr. Stough only twice.

“The February, 1969, inspection of Southern Food and Drug Research [Dr.
Stough’s company] was not materially different from that of 1967,” Dr. Jen-
nings wrote in his memorandum.

“Physician-subject contact again appeared to be 'minimal and the execution
of the studies was primarily left up to medical technicians.”

_ “Physical examinations appeared to be performed as required although they
were somewhat cursory in nature. The admlmstratwn of medication appeared
to be properly policed.

“Laboratory records and progress reports appeared to be complete, for the
most part, and in original form. There was no evidence to indicate that the tests
were not actually performed, or that inmates were participating in the selec-
tion of subjects.

ENDED APTER PUBLICITY

“The use of convicts to draw blood samples was acknowledged, but such prac-
tice was discontinued in the wake of the January, 1969, publicity. It was noted
that the interviews for subjective complalnts by medical technicians were ex-
cessively brief.”

The January pu'bhclty consisted of more hlghly critieal articles in The Mont-
gomery Advertiser and The Alabama Journal.

A: committee of the Alabama Medical Association found that phys1cal examina-
tions were not only “Somewhat cursory” but also occurred in some instances
which no doctor on hand.

“Interviews for subjective complaints,” said by Dr. Jennmgs to have been ‘“ex-
cessively brief,” are considered essential by clinical pharmacologists judging a
new drug.
© “Although Dr. Lisook’s two mvestlgatmns of Dr. Stough’s operations disclosed
no violations of our regulations,” Dr. Jennings said, ‘“obviously we should be
concerned that such an operation can exist under current regulations of F.D.A.
and D.B.S.”
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D.B.S. is the Division of Biologics Standards, another agency within the
Department of Health, Education, and Welfare. It has responsibility for plasma
programs, but its officials contend that its regulations cannot be used to protect
blood donors. : X

“Aside from the welfare of the [prison] subjects,” Dr. Jennings observed,
“the question of validity of the studies may still be raised—especially the possi-
bility of concurrent testing of drugs.” )

“Concurrent testing of drugs” apparently refers to testing more than one ex-
perimental drug on the same person at the same time. Dr..Jennings could not
be reached for elaboration on this point.

Attached to the memorandum was.a list of some 175 experimental drugs tested
by Dr. Stough and an associate. The list also named the companies for which
the work was carried out. )

This information had been repeatedly sought by The New York Times when
it was preparing an article on Dr. Stough’s operations. The article was published
in last Tuesday’s editions. i

The memorandum and the list were made available by the staff of the Senate
Subcommittee on Monopoly of the Small Business Committee after part of the
information had been given by the agency to a medical newspaper.

In the form that the list of drugs and conmpanies was provided, it was gen-
erally meaningless. Many of the drugs were listed by code names and there was
no indication of what Dr. Stough reported about them.

It is understood that most of his reports were favorable even though a number
of the drugs involved were controversial. Some have been criticized on the ground
that they caused serious side effects. .

The Food and Drug Administration may provide a more comprehensive view
of Dr. Stough’s tests when officials appear before the subcommittee at a special
hearing scheduled for next Tuesday.

Senator Dore. Did the FDA give the key to the code to any out-

- side person, or did the FDA break the code for any outside person?

Dr. Ley. The listing in the code as so stated is only for purposes of
this list. The file for each one of these products contains a complete
disclosure of the components of the medication. We did not, to my
knowledge, make this information available in the public area, nor
should we.

In many cases, the products are listed as a generic or a trade name.
The code is used frequently in investigational work early in the investi-
gation prior to the coining of a trade name for a product. But we did
not provide the compositions corresponding to the codes to the press
or to the public. :

Senator Dorr. Do you know whether or not—do you know, Dr. Ley,
when this list of drugs was furnished to this subcommittee?

Dr. Ley. I do not know without questioning the staff. I do not know.

Senator Dore. The reason I ask the question is that much informa-
tion furnished to the subcommittee reaches only certain members of
this subcommittee and is rarely made available to the minority side.
This is unfortunate, hence I wonder if this was given to the chairman
or Mr. Gordon, a majority staff member, with any restrictions on its
usage with reference to information? Were there any restrictions
placed on the report when it was made available? ‘

Dr. Ley. Ordinarily, such items as this are provided to several com-

- mittees having oversight or general interest in agency operations.
Some committees, without mentioning them, I think have files that
are as good or sometimes better than ours. o

Senator Nrrson. May I respond to that question so Senator Dole
will have it clear? ‘ \

Dr. Ley. Yes, sir. ' R AT

Senator Nerson. The statement, the release was made public.to the
medical press. After it was made public, the committee counsel, who
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is very alert, sought and got copies of what was public knowledge. It
was available to the minority just as well as to the majarity.

I might add to that that all statements that come from the witnesses
are supplied to the minority. If we find some information separately,
apart from that, we have no obligation to distribute it to the minority,
any more than the minority distributes some independent information
furnished bg a drug company. ‘

Senator Dore. Let me say in response to that that I was not under
the impression these are partisan hearings. If Mr. Gordon is not pro-
fessional staff and does not wish to furnish information, we will take
proper steps to require the information be furnished.

Senator Nerson. The information was made public, Senator.

Senator Dore. Part of the information was made public. The same
is true of statements of every witness. They come to us at 5 o’clock
the day before the hearing or later. ’

. Senator Nerson. If you have any instance that you are not getting
it, call it to my attention. I was conducting hearings for 2 years, Sena-
tor, long before you came here and I have never heard any compliant.

Senator Dore. That is because no one ever showed up on my side.

Senator Nerson. That is my fault; is it, sir?

Senator Dore. No; but I intend to be here. Tf we are going to con-
duct these hearings in the public interest, we had better erase the
partisan lines an(fi—— o ‘

Senator Nerson. If you want to call a meeting of the committee to
describe any specific unfairness or injustice that is done, Senator, I
will be glad to attend it. If you have a specific case in mind, make
it specific. Let’s not have general charges that you cannot support.

Senator Dore. I have attended many sessions and perhaps it is time
that we have some understanding on how we divide the time on this
comn(liittee, not 99 percent to you and 1 percent to others who may
attend. '

Senator Nerson. I am here 99 percent of the time alone and we
have not decided to give it to the majority or the minority.

Senator Dore. We can remedy that, too. .

There is a report from Alabama; I don’t know when that was fur-
nished to the committee. It has never been made available to the
minority. We have not had a chance to review that report.

Senator Nrrson. That was not sent to the committee at all. It is a
public document that anybody alert can get. I regret very much that
the other side has not been conscientious, but this is not part of any
testimony. I do not think that everything I am able to discover or
read I am obligated to spoon-feed to anybody else. All documents, all
testimony, goes to the minority. If you have any complaint about that,
be specific about it. ' ,

Senator Dorr. I have mentioned a couple of specific things now.

Senator NerLson. What were they? e '

Senator Dore. The Alabama report. : , y

Senator Nerson. That is public in Alabama. We sought it and got it.

Senator Dore. If we are going to operate as a committee, we should
operate as a committee. If you are going to operate as a one-man act,
we ought not to call it the Monopoly Subcommittee.

We ought to have a hearing on the monopolistic activities of the
majority if we are going to get into this.
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,hS:enator Nerson. Fine. You set the date, Senator, and I will be

there. :

Senator Dork. Today we are going into an area involving a legisla-
tive matter pending in another committee. The question with refer-
ence to the peer review committees has been discussed at great length.
As one member of this subcommittee, there may be some merit to this
suggestion. I am not certain whether the FDA could ever be in a
position to supervise all of the new drug investigations. But I was
curious in reading a statement that there are some 15,000 new drug

_investigators. Who are these people generally? Are they engaged in
phase 1 or phase 2 or phase 3 of the investigations?

Dr. Lzy. Iéenator, they may be engaged in any one of these phases.
Customarily, we find more frequently the general practitioner engaged
in phase 3 testing which has as its objective, indicated in the testimony,
to determine the effects of the drug as it would normally be given in
clinical practice. So we do have this provision. But this is only in
very general terms. We may have certain people with general medical
backgrounds doing a type of work that we consider quite appropriate,
what Dr. Stough 1s doing in Alabama. :

Senator Dore. What field is Dr. Stough in? A general practitioner?

Dr. Ley. Dr. Stough’s training was that of general medicine.

Senator Dorgk. Is he engaged in that practice now?

Dr. Ley. He is not. His total activities are those of drug testing.
In this sense, he is unique among—not totally unique, but a rare ani-
mal among the total group of investigators.

Senator Dore. Do you have a list or catalog of 15,000 investigators ?

- Is that material available? Do you keep a record of those?

Dr. Lry. We have this material. It is not as convenient or accessible
as we wish until we finish the computerization of it. But it is available
in part in our file. ’

Senator Dore. These are on a State-by-State basis, I assume?

Dr. Lry. No, we do not have a breakdown on this basis. These are
some of the problems we hope to solve by the computerization of the
file. It is on an alphabetical ground, I believe.

T am pleasantly surprised. The staff tells me that the names of the
investigators are presently computerized. The additional information
about training facility, and so forth, is not yet available by that basis.
This is availai)le, but it requires deep research of the record.

Senator Dore. What purpose is served by your having a list of all
the investigators ¢ Do you review that list occasionally ? :

Dr. Ley. Two purposes, Senator, are served by this list. First of all,
we may by this technique identify those investigators who have the
largest numbers of investigations in progress. Second, it gives us the
opportunity, if the man whom we disqualify is listed as an investigator
- by a sponsor, to say no, you may not utilize it. It serves these two func-
tions.

Senator Dorr. Do you have any record of the compensation paid by,
sa%Dr. Stough to the clients he has?

r. Ley. No, that is not part offour record in any place.

Senator Dore. There is no effort made to determine that? ,

Dr. Lry. I do not think that would be a legitimate item under the
regulations or the law. I would have to turn to Mr. Goodrich.
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Senator Dore. The reason I raise the question is because of an earlier

-question by the chairman, that it is a temptation on the part of the

investigator to make improper findings depending on whom he repre-
~sented. It might also be a factor in the amount he is paid. . )

I also unirstand that he made reference to a certain prisoner in
‘Alabama who perhaps was paid too much for participation in testing.

I am wondering what he was paid, what the going rate was in Ala-
. bama. Perhaps this may be in the report which we may receive.

Senator NeLson. $1 a day. ; .

Dr. Ley. Dr. Lisook tells me that the fee varies depending on the
“test, and I suspect, as usually is the case, on the number of times the
prisoner has to be bled. But an average figure across the board would
«»Ee somewhere about $1 a day. ' \ -

Senator Dore. I understand that in the State of Kansas, there was
"some testing done in the Kansas State Prison at Lansing, but it was

terminated by prison officials partly because prisoners could make more
money taking pills than by working and some preferred to stay in
their cells and take pills than engage in any other activity.

I also understand that in the State of Wisconsin, one of the prisoners
has gone to court demanding the minimum wage.

Senator NELsoN. A very progressive State.

Senator DorE. Right; but it is a very real factor and I am not cer-
tain whether you can compensate anybody properly. I assume all the
tests, most ofy the tests in institutions are in the phase 1 category,
is that correct?

Dr. Lry. Most of the prison-type testing is in phase 1; yes, sir.

Senator Dorr. Now, out of 15,000 new drug investigators, there

have been a total of 11, I guess, suspended. I assume there are two
possible answers. One is that this is only one-tenth of 1 percent of the
total, that the obvious response might be that you do not have an
opportunity or the facilities or the funds to properly review the other
14,989. Is that a fair assumption?
- Dr. Ley. I am not satisfied with our total effort in this area today,
Senator. This is a problem, of course, with every administrator, trying
to balance one need against another. I would like to see more effort in
this. On the other hand, I do not believe that anyone can be expected
to visit every one of the 15,000. : ‘

There are other aspects to this overall problem that are equally
important. Another one would be that we need some more effective
means of getting information directly to the clinical investigator.

. This pamphlet is an example of the effort, of our direction. It is not
& translation in termis of lay language. But it is a good job. I would
like to see this type of information distributed more widely to the
investigators by FDA rather than rely totally on the sponsor to provide

this. But there are educational activities which are very important in

this area which I think we should be doing more of. :
. Senator Dore, Well, assuming that a law is passed, the one'the
chairman is interested in, now pending before another committee—
this is not a legislative committee—there is still no assurance there
would not be some mistakes. The passage of a law in itself does not
assure anything, . . - ,

Second, there should be a presumption that drug companies are
seeking good quality drugs and that the investigators are generally
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men of integrity, assuming there may be a few who do not follow the
~ regulations. This may also be true in politics and in other things. But
there is not any ironclad way—this is the point—to make certain
mistakes are not made. There is always that possibility that we are
going to make mistakes in whatever we do. . , )

Do you have any suggestions in addition to the two specific sug-
gestions you make on page 11 and the one you discuss on page 7 wit
reference to the peer review committees? )

‘But I believe as one who is, as has been noted, a very junior member
of this committee, that the steps that have been taken have merit and
they will be met with some opposition, but at least we are stepping off
in the right direction.. :

Senator NeLson. I guess I asked you, do you know how many IND’s
are currently pending? ~

Dr. Ley. There are currently approximately 2,700.

Senator Nersox. In the past 12 months, how many IND applications
have been submitted ? :

Dr. Ley. 900 during this last fiscal year. ’
£ Senator Nerson. How many IND’s does Dr. Stough’s corporation

ave? '

Dr. Ley. 114. We would have to do a search to provide the informa-
tion for the record on how many are currently active this past fiscal
year. That we can provide. I do not have it immediately in front of
me. ,

Senator Nrrson. I would appreciate it if you could submit to the
committee the IND’s that Dr. Stough has had submitted and handled
in the past 3 years vis-a-vis all others.

Dr. Ley. We will be pleased to make this available.

Senator NrrsoN. Then the number of people involved if you have
that. ' ' i .

* Dr. Ley. This will be available. G

Senator Nrrson. Could you submit the same for the next four or
- five investigators with the largest number of IND’s ¢

Dr. Lry. There is no problem with this except for the total number
of subjects. This will require considerable effort. :

All right; yes, sir. =

Senator Nerson. You may submit that for the record.!

Counsel has some questions.

Mr. Goroon. Dr. Ley, in your statute, you have something about
obtaining a signed agreement from each of such investigators that
patients to whom the drug is administered will be under his personal

“supervision or under the supervision of investigators responsible to
him; also, that it is necessary to obtain the consent of such human
beings or their representatives except where they deem it not feasible
or, in their professional judgment, contrary to the best interests of
such human beings.

Last summer, the Washington Daily News carried a series of arti-
cles on testing of drugs on humans. Let me read some of it to you.

In 1963, Welfare Department physicians tested two new drugs on 67 elderly
patients at the city’s District of Columbia Village facility. '

1 See pp. BOTS-5679.



5710  COMPETITIVE PROBLEMS. IN THE DRUG INDUSTRY

The tests were part. of what the Washington Daily News has found to be a
pattern of clinical research with humans, but possibly more important, they
may depict the impotence of regulations in the field. : : e

The trials with the drugs were conducted nearly 16 years after an inter-
national tribunal had set the norm that humans must volunteer to take part in
medical experiments and months after this norm was codified by the United
© States, yet the Welfare Department physicians did not seek individual consent

from the patients involved. '

‘Then further down:

. Welfare medical director Dr. Jack Kleh' claims drug tests did not undergo the
department’s review policies because they were “controlled by the Food and
Drug Administration and was, therefore, in the scope of responsibility of the
research ‘committee.” Yet a FDA spokesman claims that they only “monitor”
such tests and the burden of obtaining releases from patients is placed squarely
on the drug company involved and the physicians it engages to conduct the tests.
Dr. Kleh reports these two drugs were handled by Welfare Department doctors.

Now, I understand that in orphanages, children—at least occa- -
sionally—are used for human experiments. What I would like to know
is how does this problem of informed consent apply to elderly patients
in institutions or to children?

Dr. Ly, The consent in this category of elderly patients and chil-
dren is a difficult problem. If you turn to section 130.37 of our regu-
lations, we have a definition of consent which means that a person
involved has legal capacity to give consent and so situated as to be
able to exercise free power of choice and is provided with a fair
explanation of pertinent information pertaining to investigation of
drug, et cetera. g , :

Obviously, this definition does not apply to-the case of children or
to persons who might be not in full possession of their mental facul-
ties. This is a very serious and controversial area of discussion among
medical investigators today. There are many studies that should be
done in children if children are to receive the drugs which are available
to the adult. Under normal circumstances, the guardian of the child
has the right to provide consent for participation by the child in such
studies. Similarly, in the case of a person who is incapacitated, senile,
or otherwise not mentally-capable of giving consent, the guardian or
nearest relative would have this power to grant consent for investiga-
tional study. _ c

Mr. Goroon. Dr. Ley, who is the guardian of, say, a retarded child
in an institution?

- Dr, Ley. This would depend upon the situation. If the child’s pa-
rents are alive, I believe the parents would be the legal guardian. I
would have to turn to ecounsel for further comment on it. .

Mr. GoopricH. That would vary from State to State, Mr. Gordon.
In some instances, the superintendent of the institution would be the
legal guardian; in other. instances, the director of welfare. But in
all instances, there would be someone:who would be the legal guardian.

Mr. Gorpon. But the point here, I think, or at least one of the points
is that the relationship between a parent and his or her child would
not be the same as a legal guardian to one of his wards, say a superin-
tendent of an institution. I do not think he would have that love or feel-
ing toward the child. The situation is quite different, I think.

In another article in the same series, a doctor claims that there is a
widespread practice of using institutionalized patients and indigent
persons in public hospitals to try out medical techniques which physi-
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cians would not attempt on private patients or persons in a private hos-
pital. Would you comment on that?

Dr. Ly. I can only comment to the extent that the words used in that
article are obviously the opinions of the writer, I would like to state
that the peer review approach which the Public Health Service has
been utilizing for its research grants and these regulations on informed
consent have done much within the past 2 years to modify this cir-
cumstance.

I would also like to go emphatically on the record, because FDA
was responsible for one study in the District of Columbia Vlllage
complex, that one study was conducted with full regard to patients’
consent and informed consent was obtained with every subject in that
particular study. That was the only study that FDA had direct re-
sponsibility for.

(The articles referred to follow :)

[From the Washington Daily News, J une 24, 19681

OLD STANDARDS AND NEW  THINKING ON TESTING«-—CLINIOAL RESEAROE ON
HUMANS : INEFFECTIVE LAWS

(By Nicholas Horrock)

In 1963, Welfare Department physicians tested two new drugs on 67 elderly
patients at the city’s D.C. Village facility.

The tests were part of what The Washington Daily News has found to be a
pattern of clinical research with humans, but posgibly more important, they may
depict the impotence of regulations in this field.

The trials with the drugs were conducted nearly 16 years after an international
tribunal had set the norm that humans must volunteer to take part in medical
experiments and months after this norm was codified by the United States, yet
Welfare Department physicians did not seek individual consent from the patients
involved.

Tho both drugs were new and not approved for public s‘ale, the Welfare
Department’s Research and Education Committee did not first review the projects
and doctors neither sought nor received individual permission from the pat1ents
to conduct the tests.

EXPLANATION

‘Welfare Medical Director Dr. Jack Kleh claims the drug tests did not undergo
the department’s review policies because they were ‘“‘controlled by the Food and
Drug Administration and was therefore not within the score of responsibility of
the Research Committee.”

Yet an FDA spokesman claims that it only “monitors” such tests and the burden
of obtaining releases from patients is placed squarely on the drug company in-
volved and the physicians it engages to conduct the test. Dr. Kleh reports these

" two trials were handled by Welfare Department doctors. -

One of the two drugs, a pain killer produced by Squibb Company, has never‘
been cleared for public sale. Dr. Kleh suggests it may have been withheld because
it caused gastric disturbances in patients.

But he strongly argues that neither of the two drugs was dangerous nor had
“serious adverse effetcs.”

(The other drug tested was a psychotrophic agent used to control “agitated”
senile patients. Developed by Wallace Laboratories, it was later approved for
public sale.)

OUR PROBE

During the course of a two month investigation, The Washington Daily News
has found a series of tests such as the 1963-D.C. Village experiments, a pattern
that includes trials of such concoctions as a diet pill, a patent medicdne, a shampoo
and an acne treatment. .

In a number of the tests it was difficult to dlscover any logleal benefit to the
patients involved, in others it was impossible. Subjects for these experiments
included juvenile delinquents, retarded children and retarded adults.
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The Welfare Department was unable to document that obtained consent of
patients or relatives in a number of these tests.

There are nearly 4,000 persons in the city’s welfare institutions, most of Whom
cannot legally give thelr consent to anything.

They are, in effect, a captive audience; totally dependent upon the Welfare
Department for medical care. They cannot choose their physician, approve or
disapprove of a treatment technique or agree or disagree to take part in a
medical experiment.

OLD STORY

The controversy over regulating medical experiments with humans is not new.
Nor is the aspect of controlling experimentation on humans in institutions. In
1948, the Nuremberg military tribunals set forth a 10-point code for clinical
research with humans as a reaction to the horrors depicted in Nazi death camps.

The first point reads “The voluntary consent of the human subject is absolutely
essential.”

Despite the semantic strength of the “code,” it was more than 15 years before
the philosophy of getting a patient’s consent was actually codified in the United
States.

It was not until _Congress passed a series of amendments to the Food, Drug and
Cosmetic Act which strengthened control over the testing and marketing of new
drugs. Spec1ﬁca11y the legislation empowered the Food and Drug Administration
to require drugs be tested for efficacy as well as safety and set down a framework -
of required “clinical” investigations.

HILL ACTION

" New York Sen. Jacob Javits was successful in attaching a rider to this bill
which required that the doctors employed by the drug companies or other testing
agency explain the test to a patient and obtain consent.

The 1962 law, however, actually shut only a few doors. In the initial regula-
tions written by FDA, the manner of consent, that is whether written or oral,
was not specified.

Furthermore it permited doctors to waive gettmg consent when they believed
it was “justifiable’” not to inform a patient.
~ At the same time human experimentation regulations have been painfully
evolving, medical research in this country had skyrocketed.

Freeman H. Quimby, a science research specialist at the Lbbrary of Congress,
prepared a report for Sen. Javits last year that found the American drug and
medical research industry was spending 20 times as much in medical experimenta-
tion than it had in the 1940’s. He estimated the gross expenditure at $2 billion.

He also found: “a growing need for larger numbers of human subjects per
clinical trial so that the efficacy, side effects, and precautions for the increasing
volume of the new drugs and biologicals can be established with statistical rigor
before approval for general use by practicing physicians.”

Dr. Henry K. Beecher, a Harvard medical professor, and critic of the standard
of medical ethics in research work claims physicians are doing research work
under other pressures:

“Medical schools and university hospitals are increasing dominated by (medi-
cal) investigators. Every young man knows that he will never be promoted to a
‘tenure post or to a professorship in major medical school, unless he has proved
himself as an investigator. If the ready availability of money for conduct research
is added to the fact, one can see how great the pressures are on an ambitious
young man.”

In 1964, the World Medical Association met in Helsinki, Finland and adopted
a set of standards for research on humans. This was later called the “Declaration
of Helsinki,” and won quick support from major U.S. medical associations. It
specifically noted that consent should be obtained from relatives or legal guard-
ians if the patient was incapable of rendering it. It said written consent was
preferable.

TROUBLES

But two years later, when FDA Commissioner James Goddard issued a pohcy
guide calling for “written consent” forms, the medical associations weren 't s0
ready to go along.

“It is impossible for the commissioner to codify realistically, in the form of
a policy statement, the legal requirements for valid consent under the myriad

\
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varying circumstances which exist . . .” wrote American Medical Association
Executive Vice President Dr. F. J. L. Blasingame.

In a sense the variation in attitude reflected a mainstream of the human
experimentation argument.

The medical profession has generally taken the position that it must regulate
itself and that stiff inflexible laws on experimentation would retard medical
research and are unnecessary.

[From the Washington Daily News, June 25, 1968]

RicHTS OF TEST PATIENTS VERSUS SOCIETY'S GOOD—MEDICAL TEST DILEMMA:
‘WHOSE NEED GREATER?

(By Nicholas Horrock)

Willowbrook State School rambles lazily over wooded acres on the J ersey side
of Staten Island in New York.

It is, many people guess, the largest institution for care of the mentally re-
tarded in the world and its crowded dormitories house more than 5500 youngsters.

It has also become a symbol in @ national controversy over the use of human
in medical experimenta'tion: over what one New York State Senator charges has
turned the children of Willowbrook into ‘“human guinea pigs.”

ITS USE

Twelve years ago a team of research physicians from New York University
began a series of investigations into the cause and treatment of hepatitis and
measles. Among the methods employed in research was the purposeful giving of
hepatitis'and measles to children in the institution.

Outside 'of medical journals the testing received little critical or public atten-
tion until 1965 when a Harvard physician, Dr. Henry K. Beecher, mentioned the
experiments in an attack on the medical ethics surrounding human research.

The following year, however, State Sen. Seymour B. Thaler, a lawyer and
Democratic representative of Queen’s residential Forest Hills area, charged the
manner in which the tests were administered was unethical.

“The price of being poor or mentally incompetent in New York State,” he
argued in a recent interview, “is being a human guinea pig.

“I suspect this largely true thruout the country.”

He claims that there is a widespread practice of using institutionalized patients
and indigent persons in public hospitals to tryout medical techniques which
physicians would not attempt on private patients or persons in a private
hospital. .

But along with Sen. Thaler’s charges comes a dilemma. Oan the medical re-
search be regulated to protect humans enlisted for tests wrthout stifling the
progress for which so many millions are grateful ?

Physicians, both those in research and in patient care, maintain that at some
point all drugs and all new techniques must be tested on humans. They claim that
if these tests had not been conducted such drugs as quinine and measles vaccine
could not be used.

Last year Sen. Thaler introduced two bills designed to control human
experimentation.

One of them, which a national drug publication suggested might be a ‘“model
for legislation in other states,” called for voluntary informed consent in writing
in all experimenta‘tion.

It barred parents from offering up their children to medical experimentation
unless it was an “emergency” in “which immediate treatment was necessary for
the physical or mental ailment with which the subject was suffering’” and made
court review mandatory for other experiments on minors.

The bill, Sen. Thaler said, “got nowhere. Everybody was against it.” He said
it met Wldespread opposmon from medical soc1et1es and from the State Depart-
ment of Mental Hygiene,

He then introduced what he regards as “compromise” bill calling for “registra-
tion” of all research projects, disclosure of where the financial support comes
from, written consent of patient or guardian, review of projects by a State Health
committee, and medical “insurance” for any subject who suffers further illness
asa resul't of the test.

81-280—69—pt. 14——16
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This legislation, Sen. Thaler said, got a “little farther.” It passed the Senate,
but was defeated in the state assembly. He has reintroduced the measure and
called for public hearingson experimentation in the state.

MAJOR CRACK

By scheduling hearings at which state hospital officials, medical associations
and individual doctors can testify, Sen. Thaler may have opened the first major
public debate on the need for legislation to control human experimentation.

It is a debate in which Dr. Saul Krugman feels his position is already clear.

“The most important factor in assuring ethical and careful medical expemmen-
[tation is to have physiciany with great integrity.” .

Dr. Krugman is the physician in charge of the Willowbrook expenmen'ts and
to him the attack levelled by Sen. Thaler and the news media was uninformed
and ruthlessly harmful to medical science.

“No one ever came to me and asked about our work. Sen. Thaler never called
me, The first I heard of the charges was when a newscaster called me at 11 a.m
and asked me to prepare a retort by the 6 o’clock news.”

SCIENCE

According to Dr. Krugman, the Willowbrook expemments were appmached
with the greatest of scientific care and responsibility. -

He claims the project was cleared by University Hospital officials, state school
doctors and review boards of Federal agencies and that furthermore ‘the physi-
cians had permission of the parents.

Dr. Krugman acknowledges that the method of obtaining. consent has changed,
and now reports that a doctor takes time out to brief parents carefully on all
aspects of the experiment before consent is asked. It is still obtained in writing,
he said.

[From the Washington Daily News, June 26, 1968]
SELF-DISCIPLINE OR FORCE OF LAW ?—THE RACE Is ON T0 REGULATE MEDICAL TESTS
(By Nicholas Horrock) y

The Department of Public’ Welfare this week :is exp@cted to release a2 new
policy proposal governmg the use of human beings under its care in medical
research.

The pohcy review was instituted by Dr Jack Kleh, Welfare medical ‘director,
after a series of articles in The Washington Daily News revealed that retarded
children, juvenile delinquents and the elderly were being used in tests of such
drugs as a dlet pill compound, tranquilizers an acne treatment and a patent
medicine.

In many of these cases, the department could not document that it sought or
received the consent of the patient or the family; in other cases it acknowledged
it did not.

. In its reviews, the District’s Welfare Department has embarked on a problem
which has received ever-increamng attention by legislatorSg physmaans and ‘the
general pubhc

Thru a series of mternews with doctors here and in other states, lawyers'
and legislative experts, The News developed these. pomts of stress.

Consent—The bulwark protection encompassed in all treatises on ‘human
experimentation since 1946 is ‘“consent.” It is a philosophy that a person must
understand the hazard of the drug or operation he will undergo and must ‘“‘con-
sent” voluntarily to take part.

Many research physicians argue that the layman cannot truly comprehend
the risks of an experiment and that “informed” consent is often impossible, yet
it has remained an unwavemng requirement.

Institutionalized guinea pigs—Medical researchers as well as many other
sources contacted maintain that the human in an ingstitution, (the prisoner, the
mental patient, the retarded), present special problems to a reseacher looking
for subjects for an experiment.

The British, for example, vmtually exclude all these persons’ from medleal
expemmemtatwn at all.
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 As one British physican serving with a government orgamzatlon here explained
it, even the use of inmates of a penitentiary in medical tests raiges serious ques-
_tions about whether the subject actually “volunteered” or was pressured to get
involved because of the promise of reward.

He said that the absence .of -absolute quality of consent among prisoners
undermines their scientific value for experimentation.

Possibly more important, however, was his opinion that medical research in
Great Britain has not been retarded by the stiff standards in selecting subjects
for tests.

Discipline—Herein lies the nub of the greatest controversy about medlcal
experimentation. Who decides if a test on humans is necessary, if consent is
“informed” and if all other procedures are valid.

By and large the medical profession both here and abroad have jealously
guarded its right to decxde what’s good for the public. But other voices are
creeping in.

In New York, a state senator is proposing a law to oversee human experimenta-
tion; in other areas laymen (ministers, social Workers) are: being placed on
medical research review committees to take part in review of projects.

COritics of the medical profession claim its internal -discipline is not strong
enough to afford the public-real protection against the incompetent or over-
zealous researcher. They cite, for example, one of the few instances in which
physicians have been “censured” for research foul-ups—a New York case in
which two doctors were given a year’s ‘probation’” by the state licensing agency
for administering live cancer cellsy to patients without consent.

As one critic charges, “These docbors never even lost a day of practice . . . is
that disciplining them?”

He and others foresee a race in which the profession moves to tighten internal
controls before the lawmakers take over.

Senator Nerson. That is a rollcall. T will have to leave. If there are
any questions from either the minority or the majority or any of the
members, if they want to submit them to Dr. Ley to respond for the
record—ryes, Mr. Dufly.

Mr. Durry. Doctor, there has been some considerable publicity about
a study that FDA has released recently, If you would care, perhaps you
might submit a statement in regard to-that.

r. Ley. I would not wish to submit a statement as Commissioner,
because that is a very preliminary study. My staff will not finish com-
ment on it until September At that tlme, we probably will have a
statement. *

Mr. Durry. All right, thank you.

Senator NELSON. '%ha,t will conclude the heamng for today

(Subsequent information follows:)

WAYNE STATE UNIVERSITY,
) Detroit, Mich., October 28, 1969.
Hon. GAYLORD NELSON, : : !
U.8. Senate,
Old Senate Office Building, Wa,shmgton, D.C,

DEAR SENATOR NELSON : It has come to my. attention, through Geoffrey Cowan of
the Center for Law and Social Policy in Washington, that your Committee is
about to publish recent hearings with Dr. Ley and other data about new drug
testing. I would like:to urge you to include our critical review of proposed FDA
regulations for peer group review of clinical investigation:of new drugs in human
beings. These recommendations. to FDA from the Council: of Health: Organiza-
tions were prepared by myself and Dr. Henry K. Beecher. They include a proposal
to strengthen the entire area of new drug evaluation with specml reference to
protection of human subjects and scientific adequacy of testing.-

The Council of Health Organizations which has undertaken to advise in this
matter is composed of three organizations, the Medical Committee for Human
Rights, Physicians Forum and Physicians for Social Responsibility, comprising
approximately 10,000 doctors, nurses and other health professionals. I will ask
our Washington counsel to forward our full statement to you for consideration.
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The impact of the Nelson Committee is excellent in the health institutions
which I have visited recently.
Sincerely,
Pavurn LowiNGeER, M.D.,
Associate Professor.

COMMENTS OF THE COUNCIL OF HEALTH ORGANIZATIONS ON PROPOSAT FOR PEER:
GROUP COMMITTEE REVIEW OF CLINICAL INVESTIGATIONS oF NEw DRUGS ON
HuMAN BEINGS

On August 22, 1969, the Food and Drug Administration published a Notice of
Proposed Rule Making concerning Peer Group :‘Committee Review of Clinical
Investigations of New Drugs on Human Beings. 34 Fed. Reg. 13552-53. The notice:
stated that interested persons had 30 days to submit written comments on the
proposal. By letter of September 17, 1969, the Council of Health Organizations
(“The Council”) requested an extension of time for the filing of its comments.
A 30-day extension was granted.

The Council is a coalition of medical organizations, including the Medical
Committee for Human Rights, The Physicians Forum, and Physicians for Social
Responsibility. The Council represents the interests of more than 10,000 health
personnel on issues of national health policy. The Council and its constituent
organizations are concerned with the social aspects of health care and the
responsibility of the health professions in the society.

Since many of our members are actively engaged in new drug testing, the
Council has a special interest in the FDA’s methods of insuring the safe and
effective development of new drugs. We are familiar with the tragic consequences
of unsafe or inappropriate new drug tests. We know that testing must be more-
effectively regulated, not only in order to produce good scientific data, but also to
protect the safety and welfare of the human test subjects. The drug industry
appears to share this view. The drug manufacturers and new drug investigators:
who had filed comments on the FDA’s proposal by the time these comments were:
prepared, do not question the basic thrust of the proposal—more effective rev1ew
of new drug tests on human subjects.

The Council considers the FDA’s proposal grossly inadequate. While it appears:
to recognize the problem, the proposal is hopelessly fragmentary and vague..
Unhappily it does not represent a meaningful step toward effective regulation.
On behalf of thousands of members of the health professions who have a
professional interest in adequate drug testing, the Council urges the FDA to
reconsider its proposal and to seize this opportunity to take effective action.

In these comments the Council will analyze the problem of new drug testing
on human subjects, set out the inadequacies of the FDA proposal, and suggest
some methods for establishing meaningful review committees

In the preparation of its position, Dr. Henry K. Beecher served as a consultant
to the Council. A statement released by Dr. Beecher on October 6 regarding the:
FDA proposal is appended thereto.

I. THE PROBLEM

The ethical and practlcal problems 1nherent innew drug testing on human sub--
jects pose a dilemma which requlres great sensitivity to resolve. America prides
itself on new developments in medical science and people have come to expect
new scientific advances each year. Doctors and patients across the country anx-
iously await the development of new drugs—yet for all those who await the
benefits of new drug testing, who is willing to share the risks? The FDA must
daily deal with the tension between the government’s obligation to safeguard
the rights and safety of test populations and its obligation to assure that the
safety and efficacy of new drugs has been demonstrated by human experimenta-
tion before new drugs are made available to the general public. As members of
the health professions, the members of the Counecil of Health Organizations ap-
preciate the difficulty of finding suitable and acquiescent patients, of fully in-
forming them of the nature of the test and how it may affect them, and of pro-
viding adequate medical supervision once a test is underway.

The welfare and safety of the test population: for new drugs has never been:
adequately protected. Every few years some freshly revealed drug testing abuse
shocks the conscience of the nation. The studies’ conducted on prison inmates by
Dr. Austin Stough have been the focus of recent .attention. Five years ago the:
public was aroused by the case of 22 elderly, seriously ill patients at the Jewish
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Chronie Disease Hospital in Brooklyn who were injected with live cancer cells
as a part of a research project. In 1966, Dr. Henry K. Beecher published under
the title “Bithics and Clinical Research” in the New England Journal of Medicine,
274 :1354-1860, a study of 22 cases of questionable testing practices.

Those of us in the health professions know that the pressure on a new drug
investigator to produce results are often so intense that it is all too easy to treat
subjects in an assembly line fashion. Moreover, the investigator, by virtue of his
role, does not have sufficient detachment to weigh objectively the sensitive ques-
tions involving the rights and welfare of the human subjects of his tests.

These problems are most acute in tests involving the poor, the dlspossessed .
and the helpless. Since few people are anxious to participate in medical experi-
ments, drug investigators understandably make heavy use of those people
least able to resist the investigator’s request. Such people are especially valuable
to the investigator when they can be tested and observed in institutionalized
settings such as orphanages, prisons, mental hospitals, and homes for the elder-
ly. Experiments in hospitals also tend to utilize the poor since they are, in
effect, wards of the state and have no private physician to protect their interests.

The FDA’s 1967 regulations requiring informed patient consent (21 CFR
§130.37) address this problem—but they do little to protect society’s outcasts.
What does it mean to require the informed consent of orphans, the senile, the
mentally ill, or their respective guardians? How much information must they be
provided? What kind of independent decision can a prisoner make when he

“believes that his consent will secure favorable treatment and better prospects
for parole?

Some outside group, independent of the investigator and the new drug
sponsor, is needed to protect the rights and safety of human test populations.
The FDA has proposed that “peer group committees” be established to fune-
tion as an independent reviewing body. We agree that much good could be
accomplished by an experienced, independent review committee operating under
a clear mandate to safeguard the test subjects’ rights, safety, and welfare. Yet
the FDA proposal would not establish such groups.

The National Institutes of Health have led the way in the development of peer
group committees to review experimentation with human subjects. In a well-
thought-out pamphlet entitled “Protection of the Individual as a Research Sub-
Ject,” Public Health Service, May 1, 1969, the responsibilities and characteristics
of the peer group committee are set out in considerable detail.

The peer group review committees proposed by the FDA are loosely patterned
after the PHS-NIH peer groups, but the detailed provisions of the PHS-NIH
scheme—which assure the effectiveness and independence of the PHS-NIH. peer
groups—are omitted from the FDA proposal.. What is more, while it may make
sense to establish a peer review committee in a hospital or university setting,
the FDA proposal does not address itself to the difficult problems of adapting the
peer group concept to such institutions as prisons or orphanages.

It is arguable that the peer group review. concept is inapplicable as a real
solution to' the problems of testing in institutions in which medical research is
not normally carried on in a professional setting. Perhaps it will prove to be too
cumbersome and expensive in' practice. However, for the present, the review
committee approach, if constituted along the lines proposed by these comments,
holds sufficient promise so that it should be established.

The Council recognizes the complexity of the issues involved in policing new
drug. testing. The Council proposes that the Food and Drug Administration, per-
haps with the cooperation of the NAS-NRQC, establish a procedure—which might
include FDA hearings—for developing information and soliciting opinions which
will enable the FDA to formulate a long-range strategy to assure the welfare of

. test subjects—including appropriate -guarantee of the scientific necessity and
adequacy of new drug testing. In conducting the study, the Food and Drug
Administration should solicit ‘the participation of public groups—consumer,
patient, para-professional, ‘and health care groups—-—as well as drug manufac-
turers and new drug investigators.

Detailed information should be accumulated on new drug testing: which kinds
of institutions are most frequently used ; which classes of the population normally
are used for new drug -experimentation; what percentage of new drug tests are
conducted in'scientific and professional settings as oppdsed to other institutional
settmgs _what percentage of new’ drugs are tested by individual practitioners
not - operatmg in any institution. The inquiry should-explore the way that the
peer group review syStem has operated under the NIH-PHS system. :
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" The FDA should also consider alternative or supplemental approaches to this
problem, including solutions, which ‘are less orig‘nteii toward individual institu-
tions than the peer group review committee, It may be.that the FDA itself should
set up a number of regional panels to oversee and review the testing.of new
drugs. o o o
‘ II. ANALYS;[S OF FDA ‘PROPOSAL AND, ;SUGGES,TED AMENDMENTS |

" The FDA Peer Group Committee proposal was apparently developed in the
wake of the testimony of Commissioner Herbert Ley on August 12, 1969, before
“the Subcommittee on Monopoly of the Senate Select Committee on Small Busi-
ness. In testifying on the use of human subjects for new drug testing, Commis-
sioner Ley stated that the FDA was developing a “peer group” proposal, which,
he indicated, would help insure the scientific adequacy of new drug tests and
help protect the rights and safety of test populations. While the Council agrees
that action is sorely needed in both of these areas, the Council submits that
the proposed peer group committee proposal does not deal effectively with either.
Our major objections fall into four categories : - : )

1. The composition of the review committee would not assure sufficient com-
petence or independence; P

2. The responsibilities of the review committee are almost totally undefined ;

3. The authority of the review committee is undefined ;

4. The range of the new drug testing situations covered by the committee
proposal—which is limited to Phase 1 and 2 tests in institutional settings—
is too restricted. v )

The Council urges adoption in lieu of the proposed regulation, of a more
detailed and carefully articulated system of review committees, to be imple-
n;gnt(:gi at once, to provide supervision of new drug testing in all appropriate
situations. i

1. Composition of the review commitiee :

(@) Oriticism of FDA proposel—The regulations fail to spell out methods by
which review committees may be selected to assure that the committees are truly
- independent and competent to review the testing of new drugs on human subjects.

In the present FDA proposal, the selection process is totally undefined and the-
possibility that the committee would be a “rubber stamp” is left open. The entire
committee apparently could be chosen directly or indirectly by the drug sponsor
or by the investigator., Apparently the FDA anticipated that the selections would
somehow be made by the institutions, though this requirement does not appear-
in the regulations.*

Even were it established that institutions would name their own committees,
major questions about committee membership would remain. Neither the regula-
tions nor-Dr. Ley’s testimony specify whether the committee members would
come from within the institution itself, what their qualifications should be, or
whether their qualifications could be reviewed by the FDA.

Other significant questions are raised by the FDA’s use of the Public. Health
Service peer group committee model, since those committees are specifically de-
signed for the universities, research institutions, and hospitals which do research
with NIH funds. There is'reason to doubt that the same model without modifica-
tion would suit the prisons, orphanages, or homes for the aged where new drugs
are often tested. The NIH-PHS program is grounded on the assumption that all
members of the hospital community share a professional concern about experi-
mentation with human subjects. As a result, the staff has the competence and
motivation to make certain that the hospital selects a knowledgeable, concerned,
and objective review committee. There is no evidence that any similar widespread
concern and competence -exists in other kinds of institutions. As a result, an
investigator operating in a prison or orphanage might have inordinate influence
in choosing the members of the committee. Furthermore, if the committee mem-
bers come from within the institutions—as the NIH-PHS committee members
often do—there is little likelihood that they would have either the requisite
interest or competence. It is unclear who on the staff of a prison, for example, is

1Dr. Ley testified before the Subcommittee on Monopoly of the Senate Select Committee
on Small Business on August 12, 1969, that the review committees would follow the model
of the committees which the Public Health Service has required institutions receiving NIH
‘grants to establish, He said: “The peer group set up by the Public Health Service is a
group of physicians, lawyers, ministers formally appointed by the institution—the hospital
in the present contract [sic], although it would be equally applicable to a prison situation—
formally appointed as the reviewing body for all investigational work dealing with human
subjects carried on in that institution.”
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a “peer” of the investigator. In our view, to speak of a “peer group” in a prison
is a nmon sequitur.

For the review committee concept to work, the committees will have to be
genuinely independent. The proposal pays lip service to the concept of inde-
prendence in requiring “assurance that the review committee does not allow par-
ticipation in its review and conclusions by any individual involved in the conduct
of the research activity under review (except to provide information to the com-
mittee).” But independence requires something more, It requires that the com-
mittee be selected in some objective manner and it requires that its members
have a degree of experience and expertise which staff members at institutions
like prisons and orphanages may not have or recognize.

(b) The Councils proposal.—Some institutions in which new drugs are tested
have preexisting peer group committees, established to meet the Public Health
Service requirements. At present, most and perhaps all of those committees
review all research done by their institutions, including tests of new drugs. If
those committees are functioning adequately,? they presumably could continue
to oversee research on new drugs undertaken within the institution. This would
avoid administrative duplication and help assure supervision by a group with
some experience and sophistication. The names and qualifications of persons on
such committees should be submitted to the FDA on Form FD 1571. i

For institutions which do not already have peer group committees, the FDA’s
regulation should establish guidelines for instituting review committees. A
description of the selection process and the requisite qualifications for committee
memberships should be included. In prisons, orphanages, and homes for the
aged, the institution staff would probably not include enough appropriately
trained personnel to compose a competent review committee, nor would they have
the expertise or resources necessary to select a review committee which could,
in the language of the proposed rule, “assure complete and adequate review of
research, ”*

Participation by the investigator or the sponsor of the research in the nom-
ination or selection of peer group members should be explicitly prohibited in the
regulation. The regulation should require among the members of the commitee
at least the following: experts adequately qualified to assess the potential med-
ical benefits of the research and consider potential benefits against risks; an
attorney selected, perhaps, by the local bar association ; an independent physician
having no connection with the institution or the investigator, selected, perhaps,

. by the local medical association; qualified representatives of appropriate uni-
versities; and representatives of the community. The names and qualifications
of all members of the review committee should be submitted to the FDA on
Form FD 1571 for its approval. The mode of selection of the committee should
also be explicitly stated. The FIDA staff should be available to assist institutions.
which lack the necessary competence in constituting a review committee.

In some cases a single review committee might review the new drug testing
in a number of institutions in the same area. Several institutions might jointly
establish a single review committee, or one institution might accept a committee
established by another institution. !

2. Responsibilities of the review committee i

(@) Criticism of FDA proposal.—Like the Public Health Sektvice peer group
committees on which they were modeled, the FDA committees ought to have
their purposes and functions carefully outlined in agency regnlations. Unfor-
tunately, the FDA proposal leaves the responsibilities of the review committees:
unspecified. There is, indeed, much confusion about the appropriate subject
matter for the committees. In one sense their power seems véry broad: they
are “responsible for initial and continuing review and approval of the experi-
mental project;” the investigator must “report to the commitee for review
any emergent problems or proposed procedural changes which may affect the
status of the investigation;” and “no change will be made without committee

2The adequacy of the functioning of existing peer group committees is a matter which
the F'DA should consider. .

8 The Public Health Service states in a similar context :

“The membership [of a review committee] should possess not only broad specific compe--
tence to comprehend the nature of the research, but also other competencies necessary in
the jud%meuts as to the acceptabllity of the research in terms of institutional regulations,
relevant law, standards of professional practice, and community acceptance, The commit-
tee’s maturity and experience should be such as to justify respect for its advice and
cglénsel.” Protection of the Individual as a Research Subject, Public Health Service, May 1,

) P. 6.
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approval except where necessary to eliminate apparent immediate hazards.”
Any “modification of the experimental design on the basis of experience gained”
must also be made with the approval of the review committee. Yet just what all
of this reviewing will. mean is not clear.

The central concern of the FDA proposal seems to be to assure the safety
and welfare of human subjects of new drug tests. As stated in the preamble
to the proposed regulation, the committees are to assure appropriate supervision
and “adequate safeguards for the health of human [test] subjects.” This is an
appropriate function for an independent peer group committee and closely re-
sembles the purposes of the Public Health Service committees.

Commissioner Ley suggested in his testimony before Senator Nelson’s Sub-
committee on Monopoly of the Select Committee on Small Business on August 12
that the review committees would also provide a check on a test’s scientific
adequacy and necessity. This aspect of the review committee’s role is-totaly
ambiguous in the FDA proposal. The scientific quality of new drug testing badly
needs to be improved,* and some consideration of the scientific adequacy and
necessity of a new drug test is essential to a consideration of the rights and
welfare of test subjects.

(b) The Council's Proposal.—The regulations should set forth in some
detail the legitimate concerns and method of operation of the review committees.

The review committee should, at the least, explicitly be given powers analogous
to those of the committees established under the NIH grants. The NIH-PHS
regulations requirethat its committees shall assure that—

(@) the rights and welfare of the individuals involved are adequately
protected, . ' :

(b) the methods used to obtain informed consent are adequate and ap-
propriate, and ‘

(¢) the risks to the individual are outweighed by the potential benefit
to him or by the importance of the knowledge to be gained.” Protection of the
Individual as o Research Subject, Public Health Service, May 1, 1969, p. 1.

All of these considerations deal with the welfare and rights of the patient
population. The assessment of the relative benefits against risks also calls for
some scientific expertise and understanding of the particular area of medicine
in which the experimentation is taking place.’

The review committees will have to be especially. vigilant to insure that, in
the words of the NTH-PHS regulation, “adequate and appropriate” methods are
“used to ‘obtain informed consent.” Major problems were left unresolved by the
FDA regulations adopted in 1967 (section 130.37) concerning consent by test
subjects. For example, obtaining the consent of children in orphanages and the
senile in homes for the elderly is a delicate matter at best. Often their legal guar-
dian is the state. Members of such groups would benefit from a review committee
acting in their interest to make sure that the state safeguards their rights.” The.
committee should also consider whether the information to be given to a test
subject is adequate for him to make an informed judgment, in light of all the-
circumstances. . :

There are other areas in which the review committee’s responsibilities will be
especially great. It ought to develop enough information to allow it to be satis-
fied that the investigation provides maximum assurance of patient safety and
that members of the test population receive adequate supervision ‘and medical
attention.

3. The auihoﬂty of the Review Committee »

(a) COriticism of FDA proposal.—No enforcement power is specified in the
FDA’s proposal. While the review committees are made “responsible for initial
and continuing review and approval of the experimental project,” the proposal.
does not describe what happens if a committee disapproves, of a project, The

+he FDA can impose new testing standards by devices. specifically designed for that
purpose. The new regulations providing “Hearing Procedure for Refusal or Withdrawal of
Approval of New Drug Applications and for Issuance, Amendment, or Repeal of Antibiotic
Drug. Regulations ; Interpretive Description . of Adequate and ‘Well. Controlled Clinical
Investigations” which the FDA published in the Federal Register on September 19 are a
useful st%p in this direction. (21 CFR § 130.12, §130.14, and § 146.1).- - . .

5The Council believes that it.can never be ethical to ask .a person to take the risks
associated with new drug testing if the tests themselves are unnecessary or will not,
because of their design, yield significant results. Hence, any committee charged with pro-
tecting the rights and safety of test subjects must have the capacity to review the scien-
tific aspects of the tests. B : PR . S

¢ Indeed, it is arguable that such groups should never be used in-new drug testing where.
there is no expected benefit to the subject. ' : .
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proposal provides no mechanism by which the committees could prevent the in-
vestigators from taking what they regard as unwise action. Nor does it effectively
give such power to the FDA itself, since the proposal provides no method for
even informing the FDA of committee findings or concerns.

When Senator Nelson asked how the FDA would know ‘“whether the peer
group was just perfunctory,” Dr. Ley answered : )

“There would have to be as part of the submission of the investigational insti-
tution to the sponsor and from the sponsor to us a statement that such a peer
group existed, that such a peer group had reviewed the material, and that the
minutes of the group were available and where. This is the minimum.”

Actually, this “minimum” is not included in the FDA proposal. The proposal
does not require the investigator or the sponsor to insure that minutes either be
kept or be made available.

(b) The Council’s proposal.—The regulations should state that no new drugs
can be tested without the approval of the review committee. When it does not
approve of a particular aspect of a new drug test, the review committee should
report its findings to the institution as well as the investigator. In appropriate
cases the review committee should immediately reports its conclusions to the
FDA.

The review committee should analyze the testing program for research at the
outset, before any work has begun. If the review committee concludes that any
aspect of the program shows insufficient concern for the interests and welfare
of the test subjects, it should be empowered to disapprove the program or require
modification. In addition, the review committee should in a systematic way peri-
odically review the testing procedures. The FDA proposal requires that the in-
vestigator return to the review committee for review when he is changing his
protocol. But it is equally important that the review commitee from time to time
review the progress of the tests on the basis of reports from the investigator and
other data. For example, other developments in the scientific community might
obviate the necessity for the particular experiment being undertaken; or pre-
liminary test results might reveal unanticipated danger to test subjects.

The regulation should state that review committees should review the reports
submitted by investigators to the new drug sponsors to make certain that such
reports are complete. The review committee should also make a report detailing
all of its findings and conclusions, copies of which should be sent both to the
institution involved and the FDA. Minutes of review committee meetings should
be kept and made available to the FDA on request.

4. Coverage of the review committees

The most glaring omission of the proposed regulation is the failure of the FDA
to deal with phase 3 testing problems or to provide a review mechanism for
noninstitutional tests of new drugs. Any comprehensive scheme adopted by the
FDA to safeguard the rights of human subjects on whom new drugs are tested
must deal with phase 3 problems as well as phase 1 and phase 2. In addition, the
FDA should devise a method of bringing noninstitutional investigators under the
surveillance of a review committee, perhaps through regional review committees.

III. CONCLUSION

For the reasons stated in these comments, the Council urges substantial revi-
sion of the proposed amendments regarding peer group committee review. As.
presently drafted, the proposal gives the delusive appearance of dealing in a
meaningful way with a major problem. See New York Times, August 13, 1969,
page 1.

The Council and its members are prepared to assist the FDA staff in the draft-
ing of a meaningful review committee proposal and in undertaking an analysis of
other approaches to this problem. )

(Whereupon, at 12 noon, the subcommittee adjourned, subject to the
call of the Chair.)
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STATEMENT oF EpwarD R. PINCKNEY, M.D.

I am Dr. Edward R. Pinckney and I am here at your request to discuss the
role of medical advertising in relation to the practicing physician’s knowledge
-of drug use—that is, the role the pharmaceutical company plays in its attempt
to influence rather than honestly educate the doctor who prescribes drugs,
There is no question that drug advertising has a profound effect on both the cost
as well as the quality of medical care by causing overuse and misuse of drugs.
"The one particular aspect of drug promotion I would like to emphasize is the
role of the scientific medical publication that carries medical ads within its
pages and the influence of those ads on the doctor, which eventually reflect on
‘the health and safety of the doctor’s patient. .

In the past 15 years I have been an editor.of five different medical journals,
including The Journal of the American Medical Association. I have written,
:and had published, more than 100 scientific articles and editorials in medical
.journals, and I have written (jointly with another physician) one book for the
medical profession. I have written four other medical books and authored a
-daily and Sunday newspaper column for the general public all stressing how
best to utilize physicians, drugs, and other medical services. Academically, I
‘have held professorial positions on the faculty of two medical colleges, and while
teaching at Northwestern University Medical School, I was chairman of Pre-
ventive Medicine and Director of the Comprehensive Medical Clinic. I have also
been in the private practice of medicine, specializing in internal medicine.

To begin, I would like to state that in spite of any laws or regulations that
now exist that allegedly control medical advertising, it is my opinion that the
‘primary responsibility for the ethical and accurate advertising of drugs to the
‘medical profession lies within, and on, the editorial board—and especially the
-editor—of the medical journal that carries the advertisement. I say thisg because
‘the medium of the scientific journal is really the only medium over which there
can be peer control and especially because this is the one medium that can
-command the professional respect of the practicing physician. (Unfortunately,
many physicians do not “respect” governmental agencies.) I unhesitantly state
that the problems related to drugs, such as their use without proper scientific
indication or the use of combinations that tend to -cause more harm than good
-or even the dangerous “side effects” that offset the intended therapy, come more
from the lack of ethical standards within the leading medical organization than
from a manufacturer trying to make a profit from his product.

To be sure, there is the standard cliche retort by some physicians th'at dru"g
use can only be decided by the prescribing physician at the moment of dxagn_osm
-and that only prescribing physicians can take into account all the various
judgemental factors that exist at that time that lead to the drug j:o be used.
Of course, there can be no argument about this; at the same time, it is my belief
‘that this same physician’s judgment has been wrongly influenced by what he has
read in advertisements for the drugs he uses. And, since mgst physicians learn
-about drugs, especially the newer drugs, through advertising it is not wrong
‘to concentrate on this medium of information. S .

Mention must be made at this point of the “detail man” or. drug company
representative who visits the doctor personally to promote lgis‘companys prod-
ucts. Even with laws on the books, it is virtually impossible to control the
«detail man’s “pitch.” While it is a known fact that drug cox}lpanies .spend
‘the major portion of their advertising dollar on “detail men,” what is not
-often publicized is why. Simply put, this is the one appvoaqh -to“the do?,tor
where there need be no negative emphasis on the drug being “pushed.” I

(5723)
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can say, as a result of my own direct experience with “detail men,” that
rarely, if ever, do drug company representatives mention, let alone stress,
the known side effects of the product they are promoting.

I must also say, at the outset of my statement, that I really cannot blame
the pharmaceutical manufacturer for trying to promote his product for profit;
profit is primarily why he is in business. If someone has a product to sell,
it is only natural that he wants that product: to be known as the best there
is and not, willingly, disclose any defects. But before you refute this opinion
with still another cliche that drugs-are-different because they effect a person’s
health, think how the law allows, and even excuses, “puffing” in real estate
sales where an entire family’s health and well-being can virtually be destroyed
because no one dares stop a real estate agent from grossly exaggerating the
merits of a home that, after purchase, turns outto be a real “dud.”

So it is that I feel strongly that if drug companies are going to be forced
to be completely honest, the way to achieve this: goal is-not primarily* through
legislation but through 'a form of professional control that is respected and
followed by the medical profession. You have ‘had legislative controls of drug
ads on the books for years now and, even including the ones that went into
effect last month, the result of the laws has mnot brought about any' improve-
ment as shown by lessened drug reactions; hospitalizations as a result of over-
use, and misuse, of drugs and really, what is worst of all, failure to be cured
because of use of the wrong, or ineffective, drug (an 'example might be the use
of an antibiotic against:-a bacteria that is resistant to the drug, or the use
of a drug without providing the proper environment). What we have not had,
however, no matter ‘what: you may hear, is absolute professional control over
the way a drug is advertised; control that is depended upon by physicians
because they respect the authority in control. .

Again, it is my opinion that the majority of physicians learn about new drugs
through advertising as opposed to postgraduate courses on drugs or scientific
articles in medical journals. And the relation: of drug information on adver-
tising pages compared to editorial pages offers a good example of what I mean.
A randomly selected issue of JAMA (as The Journal of the American Medical
Asvociation is best known) -contained advertisements for nearly 100 drugs and
other therapeutic products. Within that same issue of JAMA, the editorial sec-
tion contained only five specific references to drugs, four of which were letters
to the editor. I probably should mention how I “randomly” ‘selected the par-
ticular issue of JAMA (May 26, 1969) ; it arrived in the mail on the same day
I received your request to testify. . : .
* But returning to the ‘“‘editorial” material within a medical journals pages, it
must be stressed that insofar as editorial material is concerned (the scientific
‘article or report on a case) if the title of the article does not cateh the doctor-
reader’s eye because he cannot see any relationship to his own immediate needs,
then he is not as apt to read the article—even if it contains extremely essential
information about a drug from the strictly scientific point-of-view. In contrast,
advertisements for drugs make a direct appeal to the doctor-reader, implying an
answer to his most commonly seen patient-problems.

At this point I should like to take a “typical” ad, from the same randomly
selected issue of JAMA, and demonstrate just how misleading it can be (Exhibit
A).* This ad appeared right up front in the magazine, within the section I.and
many other physicians turn to first: “Medical News.”

The product advertised is Ananase, a tradename for an enzyme product claimed
by the manufacturer to: “reduce inflammation and edema,” and to speed up the
healing process. As you know, inflammation is the way the body—or more specifi-
cally some tisstue of the body such as skin—reacts to injury. We say a tissue is
“inflamed” when it is red, hot, swollen and painful. More often than not these are
the symptoms complained of by the patient. This particular ad makes a distinctly

- separate claim that its product is effective against edema, or swelling of tissue
usually without redness or heat. I am sure you are all familiar with the fact that
a swelling on your skin can be quite painful even if not red or hot. At the same
time, edema can also be simple swelling of tissue filled with fluid as is seen when
the ankles become swollen as a consequence of heart or lung disease, varicose
veins, or just standing too long. The eyelids can be edematous, or swollen, after
rubbing, lack of sleep or too -mucli liquids and/or salt. ’

1 Exhibits retained in committee files.
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Also, inflammation, or injury, say to the skin, need not alvways come from an
accident; the act of surgical incision is leons1dered of equal injury. This is pointed
out fbewcause the ad stresses that surgical, or post-operative, paduetnts recover faster
if the promoted drug is administered.

A physician, reading this ad and accepting it at face value, would be justified
in prescribing this drug in the firm belief that his paltlents would recover much,
much faster after surgery or after virtually any form to injury, or if suffering
from edema not necessarily related to injury. In the best interests of his patient,
he would certainly be tempted to utilize this product for his patient’s benefit and,
in fact, might even be considered negligent for delaying his patient’s progress by
failure to prescribe the drug.

But now let us look at this ad more closely. The first definitive implication

. within the ad’s “copy” is that it reports on three different studies or evaluations
of the product. This is indicated by the three separate “references” near the end
of the ad’s reading matter. Such references are an extremely important part of
most ads for drugs (the exception being ads that are only intended to remind
physicians of the name of a previously advertised drug; a way of repeating the
fact that the product exists and its purpose). These references 'allegedly tell the
doctor that the product has been tested and obviously found superior (or why
advertise). They also intend to indicate the extent of the testing and ostensibly
the efficacy and safety of the product. In other words, the references in an ad
lend authenticity and professional backing tothe product supposedly by impartial
clinicians (clinicians meaning doctors who work directly with patients—either
their own or in clinics, as opposed to academicians and theoreticians).

Note that the second and third references are papers by the same author. In
the second paragraph of this ad (the fifth line) there are the words: “In another
study . . .” which alludes to number 3 in the references. In actual fact, these
words are untrue. The “another” study is nothing more than a continuation
of the same study numbered 2‘in the reference list. The author of the study
himself calls his first 24 patients (cited in the ad as reference 2) a “progress
report” leading specifically to reference 3. Thus, the two seemingly separate
studies, so indicated by the ad and 1mp1y1ng greater (diversified) testing of the
drug than was actually performed, are in reality one and the same study by

the same man.

Now let us look at the specific study referred to in the ad, as actually reported
by the doctor in his published article. The ad, in the second paragraph, makes
the point that the treatment period of “inflammation following surgical proce-
dures” was much shorter for patients who received Ananase. The ad does not say
that the same article reports, with equal emphasis, that only 29.2 of these pa-
tients who allegedly healed faster had an “excellent” or even ‘“good” response—
as compared to the average response. This measure of the quality of the response

to the drug, following surgery, was the poorest result obtained in this doctor’s
study. It is not therapeutically significant when less than one of three patients
who take a drug show no better results than if the drug were not taken at all.

‘That this drug company was well aware that a doctor would look for some in-
dication of the quality. of response to the drug, can be proved by the fact that the
third reference, or later report on the same study, calls attention to the quality
of results. Evidently to nullify the lack of quality that did not accompany the
claimed shortened time for healing, in the second reference, the advertiser takes
data from the third reference to show that 27 out of 46 patients (still only a bit
more than half) were judged to have “superior” results. Of even greater interest,
is that in this third reference, which is used for quality c¢laims, the doctor reports
that far less than half the cases of inflammation from contusions, abrasions, ab-
cesses and perforating wounds—a form of surgical wound, achieved so-called
“supemor” results. This observatlon was not mentioned in the ad. The question
arises, why did the drug company not use the corresponding figures from the
same report in the ad?

Obviously the ad is intended to promote the tlme factor in healing. Why, then,
ddes. the ad not tell that the doctor who made the study used to support the
company’s claims also stated unequivocally that when he measured the number
of days it took to heal “soft tissue trauma,” another term for inflammation, the
time for healing for those who took the advertised drug was identical-—not
faster—to the number of days it took similar patients to heal who did not take
the drug. Thus the drug did not accelerate the healmg process. here but this
fact is ignored in the ad.
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Also missing from this ad is the type of surgery performed (the technique-
used), the part of the body operated upon, the type of post-operative dressing:
or bandage used and many other factors that any surgeon will tell you without
which it would. be worthless to try and evaluate the effect of any particular drug:
on healing.

If all appropriate mformation about this drug is to be offered to the physiclan,
it then becomes of interest to know why the company.did not cite a very late
reference (in the medical journal Angiology for January, 1969) of another study
of their drug. In this study, where Ananase was tested against a placebo, not one-
of the symptoms of inflammation showed any significant statistical difference, or-
improvement, whether treated by the drug or by the fake, inactive, substitute..
As a matter of fact, when the patients in this latest study were evaluated by doc--
tors who did not know whether the patlent was receiving Ananase or not, the
evaluating doctors felt that over 709 of those who took the placebo had improved
over what they normally would have expected. Should a doctor, reading this ad
for possible use on his own patient, be told this information before he decides to-
employ the drug? Of course he should.

Believe me, gentlemen, this ad is not unusual. In fact, in order to emphasize-
my point that advertisers only use information they want to, and exclude all per-
tinent data, let me show you a different ad for the same product. (Exhibit B)
This ad stresses “a superior therapeutic response with Ananase in 4 out of 5
cases—of hematoma.” The reference to back up this claim was used in  the-
prekus ad (Exhibit A). In this ad, however, the other reference in the. pre-
vious ad (the one that reports on the entire study by the same man) is omitted !
A look at the results obtained in that reference (which was good enough to use
in a different ad) will easily show why it was forgotten. In the omitted reference-
the same doctor stated that out of 59 cases of hematoma (a swollen black and
blue result of injury) and contusions (bruises), only 28, or less than half, ob-
tained ‘“‘superior” results when they were given the drug. 31 patients received
the drug but the results were no better than would have been expected had the-
drug not been used. This is certainly not a “superior” response in 4 out of 5 cases,.
as the ad claims.

Finally, if a doctor wants a complete plcture of the drug, Ananase, he might
read The Medical Letter, a private publication on drugs without advertising sup-
port. Volume 4, page 60, of The Medical Letter contains a report on the use of™
Ananase, the spemﬁc enzyme in the advertisement under consideration. The edi-
torial board, and its professionally respected consultants state, without equ1voca-
tion, they “ﬁnd no satisfactory evidence of the effectiveness of Ananase.” What is.
important about the published ﬁndmgs as they appear in The Medical Letter-
as opposed to the claims in the ad is that both cannot be right. And this is not
merely a quaint controversy where two opposing parties offer divergent opinions
with no real consequences dependent on who is right. It is of great importance to-
the patient who may well pay a great deal of money (either directly or through:
some government or private agency) for something that does not work. What-
is even worse, use of this drug could delay proper heahng by depending on some-
thing ineffective or it could cause a severe sensitivity drug reaction that subse--
quently would cost the patient a great deal more mOney and anguish than did
the original illness.

Now it must be admitted that this ad saw print m spite of the regulation on.
drug advertising that exist. This brings me back to the matter of editorial con--
trol over advertisements in scientifice medical zjo‘urnals, If conditions that gov--
erned the AMA 15 years ago were still in effect, this type of ad would never have
appeared in an AMA publication. It was just about 15 years ago that the AMA
abolished its council approval for products to be advertised in AMA media..
In 1953, just preceding the removal of council control over advertised products,
the AMA sponsored a survey made by Ben Gaffin & Associates to specifically de-
termine why advertising revenue was falling. The result of the Gaffin study was-
quite blunt in showing that the major cause of why the AMA received less and
less money from advertising was because of the meticulous scrutiny given to-
any product to be promoted in an AMA publication. Drug manufacturers resented
not being able to say anything they wanted to about their product in AMA pub-
lications so they simply took their advertising dollars elsewhere where their-
claims were not questioned.

Although it is circumstantial, to be sure, the AMA initiated a study to find out-
why they were taking in less and less money through advertising. The study-
revealed that the strictness of the AMA Council on Drugs—the council wanted:
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proof .of an advertiser’s claims—was the reason. There followed, close upon the
results of the survey being made known, the sudden demise of virtually all AMA
“screening” of drugs. And then AMA advertising revenue began to climb again.

‘While on the editorial staff of JAMA, I noted many discrepancies in the ads
published within JAMA’s pages.. I brought these to the attention of the editor
and each time I was referred to the “advertising review committee,” which was
not part of the editorial department of JAMA. In reality, the “advertising re-
view committee” (and this was after the abolishment of council review for all
AMA advertised products) was nothing more than one woman, medically un-
trained, who glanced at the ads, and seemingly did nothing more than admire
them for overall appearance. Not once was any overtly misleading statement
in an ad corrected. I can say, therefore, that although the AMA claimed to have
“advertising principles,” such, principles never really existed in fact.

I remember quite distinctly pointing out specific discrepancies in certain
medical ads such as the use of alleged references to support a product, even
though the “cited” reference did not exist or was one reference that was dup-
licated and even triplicated to appear to be separate and distinctive supportive
studies. In far too many instances, when tracked down, all the alleged references
turned out to be one small study supported and paid for by the company ad-
vertising the product. There were instances where a reference was cited as if in
absolute scientific support for the drug advertised, yet if that reference was re-
searched it turned out to be nothing more than a general discussion of the over-
all chemically related group of drugs, of which the advertised product might
be considered a part. Some references merely turned out to be a one word men-
tion of the generic name of the product being advertised, and it is interesting
to note that the same drug company that denounced the use of generic products
did not hesitate to refer to that generic product in support of its ad.

In other words, the reference cited in ads which were intended to indicate
general clinical testing, acceptance and success of a drug—in order to influence
the potential prescription for that drug—were not at all what they implied.
And unless the doctor-user of the drug traced down the multitude of references,
he naturally assumed widespread support for the advertised product.

As a result of my own studies and investigations, I wrote an editorial for JAM A
(writing editorials was a major responsibility of mine while on the JAMA edi-
torial staff) pointing out some of the things I felt were misleading to physician
readers. I can, if you desire, read the editorial, but I have attached it as an
exhibit (Exhibit C). The editorial was eventually published in THE NEW
PHYSICIAN, the official journal of The Student American Medical Association
(SAMA), of which I became editor.

Needless to say, the AMA never allowed publication of that editorial. It was
specifically vetoed by the present Executive Vice-President of the AMA, who
at the time I wrote the editorial, was the man who approved all such editorials
before publication. Rather than try and quote his words to me, at that time, I
would prefer to quote his printed words, since they say essentially the same
thing. In Volume 18, page 10, of the BULLETIN OF THE AMERICAN WRIT.
ERS’ ASSOCIATION, Dr. Ernest B. Howard, now administrative chief of the
AMA, was asked if advertising should be eliminated as a source of drug infor-
mataion. Dr. Howard answered : “No. Advertising is the medical journal’s prin-
cipal source of revenue, and I hope it will continue for many years to come.”

I cannot help but feel that such an atttiude on the part of the administrative
side of the AMA best illustrates another pertinent finding of the Gaffin study
on medical journal advertising made for the AMA ; that is, the relationship be-
tween the editorial department of JAMA and the administrative department of
the AMA proper. As the Gaffin study revealed: “It is obvious that there neces-
sarily exists a basic conflict of interests between the business office, whose pri-
mary purpose is increasing advertising revenue and the editorial office, whose
primary purpose is in turning out as professional a publication as possible.
Ofte’n, what will increase advertising revenue will decrease professional stand-
ing.’ .

And that, Mr. Chairman, is what, in my opinion is essentailly wrong with drug
advertising today. The professional standards of medical publications have
suffered at the expense of bringing in advertising revenue. Frankly, as an AMA
member, I also take issue with the concept that the primary purpose of the busi-
ness office of my association should be to increase advertising revenue, and I
feel safe in saying that I am not alone in this attitude. The primary purpose of
the AMA, to me, is to represent medicine from a scientific point-of-view and to
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offer the medical profession the most unbiased jnformation on all forms of therapy.

May I digress for a moment here and say that the information I'am offering
today is not something I have just decided on. I should point out that I offered
some of this information to the Food and Drug Administratin twice in 1963.
Tad some of my suggestions been adopted then, or had those that were adopted
been enforced, an ad such as the one I have exhibited could never have been
printed to mislead today’s prescribing physician. S

Now, let me reinforce my testimony with another ad from the same issue of
JAMA from which I obtained the Anarase ad, and but a scant 14 pages away from
it. Please keep in mind that most physicians will accept this ad at face value
simply because it is in JAMA; they assume it has been screened for absolute
accuracy (Exhibit D). '

This ad is for Mandelamine, a chemical to use against infections in the urinary
tract (kidneys and bladder). This ad uses five published references to support
its claims. Although the ad cites the first reference for one purpose, it is of
interest to note that another, important, part of that first reference is not only
omitted, but is even contradicted in the ad.

In the ad it is pointed out that an acid urine is essential for the antibacterial
activity (of Mandelamine). The ad goes on to say that maximum efficiency of the
drug occurs at pH 5.5 or below. I am. sure members of this committee under-
stand the terms acid and alkali; the letters pH followed by a number being a
specific indication of whether something is acid or not—in this instance we are
considering urine. Normally, most people on an average diet will produce urine
with a pH of 6, or slightly acid (7 being the neutral dividing point between acid
and alkali). When we eat an excess of proteins, it tends to make the urine more
acid; while vegetables and citrus fruits do the opposite, that is, make the urine
alkaline or with a pH greater than 7).

Now you might possibly remember that at the beginning of my statement I
mentioned it was possible for a drug to fail in its intended effect because of im-
proper environment. The use of Manelamine illustrates what I meant; if the drug
is not used in a very acid environment, it has no therapeutic effect. This, in
turn,. is not only a waste of money for the patient but could be even more
dangerous than the original infection since an ineffective drug allows the infec-
tion to grow and become worse. . )

To come back to the ad, the first reference used in the ad to support the com-
pany’s claims not only stresses the need for acidifying the urine, it specifies just
how acid the urine must be. The original article, indicated by reference number
1, says the pH must be “less than 5. This is very acid, and more often than not
must be achieved by adding another chemical (e.g., methionine, ammonium chlo-
ride, lysine) or forcing the patient to drink a great deal of cranberry juice or
take large doses of Vitamin C. In other words, to use this drug without making
equally sure the patient’s urine is very acid is not only likely to be ineffective
but could even be considered negligent.

Now look at the ad again. The ad states that maximum efficiency occurs at pH
5.5 or below. The ad does not hestitate to use reference 1 to support some of its
claims, but it evidently does not agree with that same reference when it comes
to acidifying the urine. While it may not seem much in the way of numbers, there
is a great deal of physiological difference in a pH of 5.0 or below and 5.5. Actual-
ly it is as if the acid strength were doubled when the lower figure is used. If the
reference’s claims for how acid the urine must be is correct, then the doctor
who reads only the ad will wrongly feel he is doing a proper job if his patient’s
urine reaches an acidity of pH 5.5, as the ad says. Thus, by following the ad
alone, the doctors may well prescribe an ineffective drug. What ‘is flagrantly
missing from the ad is the fact that the doctor must monitor his patient’s
urine—at the very least once a day—in order to achieve and maintain the
proper pH. ' .

In another portion of this same ad, where the effectiveness of this drug is
boasted about, it is important to note the “fine print” statement that in a true
gcientific sense actually discredits the very claim the ad is making. The ad ad-
mits, almost as an aside, that those who benefited most from Mandelamine also
received greater amounts of antibiotics for greater periods of time. How can
you honestly measure the effect of one drug when other drugs were used at
the same time? And, with certain antibiotics, especially ones used most ‘often
to treat the identical urinary infection for which Mandelamine is recommended,
it is best to have an alkaline urine—one that would render Marndelamine com-
pletely ineffective. '
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This brings me to the matter of reading a complete advertisement, without
consideration of searching out and reading the supportive references. Do.you
‘know how long it takes the average physician——with his knowledge of medi-
cine—to read this particular ad, and to read it for meaning? I asked five dif-
ferent physicians to read the ad so they felt they understood it. The average
time was 4 minutes. This may not seem like much in itself; but if you mul’uplv
just the ads in the one journal where this came from, you would require that.
average doctor to spend over 614 hours on the advertisements alone. And this
would not even include a glance at the editorial material—the doctor really
should read; nor does this 615 hour reading time include advertising pages
for items other than drugs which make up another 105 pages for another 7
hours. And this is only one of the minimum of ten medlcal journals that aruve
on the doctor’s desk each and every week.

I make this point because I want to stress that even if an ad does eontam an
abundance of information, it cannot be assumed that the physician can or will
read much more than the promotion-styled headlines. As a further extension of
the reading experiment, I found it took me just about 24 hours of reading time .
to get through this one issue of JAMA. Now add on the time it took me to
track down the reference to these ads (with great help of the Los Angeles.
County Medical Association Library). I can fairly estlmate the search took.
another hour and the reading another three hours.

And as an incidental note, of the five doctors who read the Mandelamine ad
for me, for timing purposes, not a single one could immediately, or' correctly,
name a “ureasplitting bacteria” as so importantly specified in the ad. Thus it
is easy to see that a careful follow-up to this ad would require a great deal of
reading before the drug could properly be used. But if the reader accepts all the
claims, and directions, at face value thinking it absolutely accurate, he could fail
to treat his patient successfully. And this is where the editorial board of the
medical journal that published the ad comes to the fore.

If the editorial board of JAMA, through its experts and consultants who have
access not only to the complete references used in an ad, but also to references
not used by the drug company, took the trouble to review the claims of the
ad, and clarified any discrepancies before publication, the physician-reader could
actually practice better medicine. More so, if the editorial board saw to it that
the most important adverse or relevant facts about the drug were given the same
eye-catching attention as are the alleged indications for the drug, I do believe
the incidence of drug failure as well as drug danger would decrease markedly.
What is more, I believe that simple overuse of drugs, without any scientific
reason for the use, would diminish allowmg not only a great saving in the costb
of drugs to patients but a great-:saving in life, -

At one time, when the AMA did carefully screen its ads, even the Gaffin report

reported that AMA council approval of an ad: “relieves the physician of much '

of the personal responsibility which he assumes: when it is-absent.”” But, and
this is a big but, if the leading medical publication in this country refuses to
adhere to strict standards in advertising you cannot expect any other publica-
tion, nor any other form of medical advertising for that matter, to adhere to any
standards. And I think it is plainly obvious that the AMA has all too willingly
succumbed to virtually no standards when it comes to the advertising it accepts.
And since it was the AMA that initiated and paid for an expensive survey for
the primary purpose of increasing advertising revenue, there seems little doubt
that revenue has taken precedence over profesmonahsm :
Let us look at another ad from the same issue of JAMA (Exhibit E). Omte“
obviously this ad is for Serc a chemical that allegedly “helps control the fre- ‘-
quency of episodes in those patients with, a high level of recurring attacks
(of) vertigo of Meniere’s disease.” One jyear ago this month, the Food and"
Drug. Administration announced it was taking action to stop the sale of this’
specific product.. Just two months ago there were many emphatic -public pro-
nouncements about the FDA’s move to withdraw approval for Serc. This in-
formation was also given attention in various medical publications that reach
physicians. Yet in the May 26, 1969 issue of JAMA, there' is an ad for Serc.
The ad obviously implies the drug is effective and cannot help but nullify the
¥DA’s recommendations. This ad could easily bave been cancelled (there was .
ample time after the most recent FDA announcement) if the JAMA editorial
board had any consideration for its readers. The real issue, however, is whether .
a Journftl with the ostensible status of JAMA should even carry an ad for a
‘drug under question. Only a stronger desire: for revenue as opposed to pro-
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fessionalism would have allowed such a disservice to the medical profession.
At ‘this point it seems quite proper, and most appropriate, to discuss the AMA
in relation to:its evident honesty, authenticity and accuracy. Since it is my-"
belief that unless and until the AMA takes: the lead in'setting standards for
ethical adverising, no other form of medical advertising will feel it has to
conform to any ideals, I do think a few examples of how the AMA operates;
in connection with its publications, arein order. . - / ' ;

Let us look at another example of the apparent dishonesty that seems to
result inthat conflict between the editorial and the business side of medical
publications. For many: years the . AMA has sent out, free. (the AMA uses the
word complimentary), two, not one mind you, but two, copies of Today’s Health
magazine to every AMA member. Now, it is recognized that one indication to
a potential advertiser whether he wants-to advertise in a magazine is that
magazine’s paid circulation or the number of people evidently willing to put
out ‘their -own:- money to buy the magazine. The greater the paid eirculation,
the ' greater the chance that the reader will actually go through the pages:
and see the advertisement the more consumers-that will be reached. If, there:
fore, you want to impress an advertiser in: order to solicit his business, what
you need to do is show a real redder interest in your publication. Can you
imdgine a potential advertiser’s attention.if: your paid circulation suddenly-—
almost overnight—more than doubles? I am not- talking about an increase
from 3,000 to 6,000, I am talking about 350,000 to over 700,000 ! Well this is
what happened to Today's Health several years ago. When the AMA decided
to send out two free copies of Today’s Health to all its members, it suddenly.
showed a rise in paid- circulation of about 400,000. And it so reported these
figures to the Post Office Department year after year, as required by law. Yet,
in spite of the fact that such a statement was false and-even though this matter
was brought to the attention of the Post Office Department, nothing was done
to the AMA to make it tell the truth. For if the truth were known, the required
statement of circulation would indicate more free copies than paid for copies.

To be sure, the AMA can claim the two free magazines are part of its dues
structure, but it has, in print, said these are “complimentary” copies. And the
membership was never asked if it wanted the magazine in return for payment
of dues. ' ; i

Because we are discussing the AMA publication, Today’s Health, I would like
to give another indication of the accuracy and authenticity of the information
published by the AMA. In the February, 1969, issue of Today's Health, the last
two lines on page 78 read: “Date over-the-counter drug supplies when you buy
them. Some lose their effectiveness when they are stored, or they may become
toxic.” Now this is an extremely serious statement for the AMA to make. If it
is true, then it should be documented by the use of names of products that could
become poisonous after any period of time. If it is not true, then the AMA
should be taken to task for such irresponsibility I tried to obtain additional
information directly from the AMA but to no avail. I then asked a former editor
of Today’s Health who was returning to the AMA to secure the source of this
startling statement as well as the names of such products. He told me, after a
vain ‘attempt within AMA headquarters that there did not seem to be any basis

" for this alarming pronouncement—other than to entice people to get rid of
“0ld” drug products and buy new ones. :

I do think this committee will agree that if there are any products being sold
over-the-counter that prospective patients can easily obtain and that might, at
a later date, specifically be the cause of illness, the medical profession should
be.made aware of same. I then contacted the FDA and was told they knew of
no basis for the AMA’s statement.” Just as I have tried to emphasize the fact
that the AMA is not striet and responsible about what they allow advertised
in their publications, so do I feel that such a profound, yet seemingly erroneous,’
declaration published in Today’s: Health is another concrete example of AMA
irresponsibility. L i

To go back to the matter of paid circulation of AMA publications and the
relation of allegedly paid subscribers to advertising revenue. When I was on
the JAMA editorial staff, there was a definite problem with the circulation of
otheir AMA scientific publications. Some were so small (only a few thousand paid
subscribers) as to be relatively unprofitable to the AMA. In addition, the small
circulation tended to keep authors from submitting manuscripts for these
“gpecialty” journals of the AMA (papers submitted to JAMA were shunted to
other journals to supply them with editorial content.)
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Many ways.were considered ‘to raise the paid circulation of. all AMA. publi-
cations—with primary :purpose again to bring in to the /AMA additional :ad-
vertising revenue. The drug companies were :quite frank in telling the AMA
that they could not see advertising in a medical journal that had no real paid
circulation. And here it must be noted that the lack of paid circulation was 'a
definite index of the lack: of interest.by physicians for, at that time, JAMA
came to them without actual subscriptions; it was part of the dues structure.
So. now that the advertisers had advertising restrictions removed, they now

- wanted to know that other AMA publications-had wider: distribution. G

What did the AMA do? They followed the Today’s Health “gimmick” and lit-
erally forced another free.copy of one: of .its other publications on every mem-:
ber. As a result; The Archives of Internal Medicine circulation increased. ten
fold, when, in fact, the increase was really the result of giving it away. The .
same was true for other AMA scientific publications. -And, when advertisers
felt the magazines were going into the hands of S0- many more readers, they,
in turn, increased their advertising in more AMA publications. The result: even
greater advertising revenue for the AMA. - . R

It must be noted that AMA members were never offered the alternative of re-
jecting the free copies forced upon. them, thereby reducing their dues (e.g., $12
a year for one of the Archives; $12 a year for the two copies of Today’s Health 3
and $10 a year for the AMA News, which literally duplicates information sent
out by free publications to all physicians). Were this choice alone allowed, the

~ dues of every AMA member: could be cut in half. Instead, the AMA continues.
to raise its dues and force its publications on its membership, [

I.am sure you are all aware that, for most doctors, membership in the AMA.

- is compulsory, not voluntary, so. the mailing of these publications as part. of:
membership insures a relatively large circulation with its attendant large ad-
vertising revenue. To be sure, the AMA will tell ‘you they have nothing to - do
with the.fact AMA membership is compulsory:-but the fact remains that a simple
directive from the AMA prohibiting this practice would stop ‘it immediately.

This has never been done for it has been fairly estimated that if AMA member-

ship were not so.fixed that it is literally required to practice medicine, more than

half the present membership would resign. The same AMA that fights so hard
for so-called “free choice” of a physician has never allowed the physician to
make a “free choice” in regard to his membership. ; . ]

How does compulsory membership work? In all too many areas, a physician
cannot obtain a hospital staff appointment (the right to treat his own patients
in the local hospital) unless he is a member of his County Medical Society. The
County Medical Society requires that membership must include membership in

the ‘State association, The State Association then requires that membership

must include membership in the AMA. So, to take care of his patient in a

hospital, the doctor must be a member of the AMA. He is not given the option

of joining only those associations he would choose; he has no choice. Thug a

great many doctors, with nothing to say about it, indirectly contribute to the
false circulation figures of the AMA’s publications, and, consequently contribute
to increased AMA revenues and thug to what seems to be deliberate careless-

ness in advertising standards. . .

And if the AMA will not set the highest standards for medical advertising,
you cannot expect any other medical publication to follow suit—especially
where such standards could interfere with obtaining the advertising dollar. Nat-
urally, if the AMA continues to refuse to take the lead in setting advertising
standards that have meaning to the practicing physician, then the only recourse
is legislative action to achieve -the same result. That standards are absolutely-
necessary, there can be no question. The very fact that just one misleading ad-
vertising exists that could eventually cause harm to a patient iy sufficient
Jjustification. . o

- ' What could AMA standardization mean? If it were known that the AMA did.
not allow an ad in its pages unless that ad met all professional requirements
(this does not limit ads; it merely means that equal eye-catching attention
is given to all the important aspects of a drug), the doctor would know that a
product advertised in an AMA publicatiom had been reviewed with his. (the
doctor’s and the patient’s) benefit in mind as opposed to the revenue for the
AMA. being of primary concern. An AMA ad should mean that the claims can
be justified, In contrast, an ad in some other medical publication ‘that was not
found in' AMA pages would clearly indicate to the doctor that the ad had not
been screened by AMA: physicians and was, therefore, not to be accepted at face
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value. It is my contention that if this fact were known among the medical pro-
fession, other pubications would soon follow the AMA’s lead, and what is more
important; drug companies would be much more careful about’ what they say
in their ads. ! : S

Whist I hope I am really stressing is that the AMA should return primarily to
scientific activities and that the business end of AMA should end its rule of
the professional end. I frankly do not see how the present AMA administration
can deny that there is a most unwholesome relationship between it and the drug
manufacturers; the AMA today virtually exists more for the benefit of phar-
maceutical companies than it does for its membership. As an interesting side-
light here, several years ago the total membership of the AMA (in spite of com-
pulsory tactics) decreased. Rather than let that fact become public, the AMA
then gave away, without even asking, free membership to physicians in Govern-
ment service military, public health, etc.). This, in turn, raised the total num-
ber of members so as to give the impression that AMA membership was on the
increase. Of course, such an action also raised the circulation of its publica-
tions——again appealing to potential advertisers. :

‘Naturally, the.question comes up, what if drug companies again refuse to
advertise in AMA publications because of scientific and ethical scrutiny—as they
did two decades -ago? Two answers appear. First, can you imagine the attitude
of physicians across the country if they knew that an ad in an AMA publication
relieved them of a certain amount of legal responsibility, while an ad in some
other publication left them a bit more open to question? It is quite possible that
advertisers would recognize this aspect of liability and be more apt to conform to
standards. But, second, does the AMA really exist to make money from drug ads?
Is not the proper role of the AMA, an organization ostensibly to protect the pa-
tient’s health and welfare, to dissenmiinate scientific' information to its member-
ship? In a real sense, why should the doctors of this country prostitute them-
selves in order to bring their professional association money to use in ‘non-
professional (e.g., political) activities? : ; eyl

I feel I must stress the fact that there is no medical advertisemeént so urgent
that it cannot be put off until the claims are verified and that all aspects of a
clinical study are reviewed to balance the claims and put them in proper per-
spective. The FDA was charged to do this for the past 5 years, yet there are many,
many misleading ads in medical publications every day. ‘When the AMA allows
such ads in"its publications it becomes a panderer of drugs rather than a sci-
entific evaluator. And here I must stress again, at the risk of repeating myself,
that too many doctors believe that if an ad is in an AMA publication it has
been properly screened. I think I have shown this to be false. Furthermore, the
very fact an ad does appear in an AMA publication has tended to make doctors
believe that the company-whose ad is in JAM A must be all right. That, too, just
is not so. The AMA has actually pushed the idea that an ad in one of its publi-
cations implies “official” acceptance; at the same time the AMA has done noth-
ing to earn that reputation. You know, if nothing else comes out of these hear-
ingg other than the fact that you have made physicians aware that, at pres-
ent, they must read every ad for a drug with innate bias, you will have per-
formed an extremely valuable service for the people of this country. In a sense,
you may have achieved more than any legislation could accomplish.

“Thus. far, my testimony has hopefully given you evidence that although drug
manufacturers obviously mislead physicians as a form of “puffing,” (either by
not telling the whole truth or by not stressing the dangers of their products),
the real culprit behind the dissemination of this misleading information is the
medical  journal that publishés the ad. As I-said, it is virtually impossible to
control the detail man. At a recent medical meeting (California Medical Asso-
ciation) the detail man for a drug company told me: “Although the FRA re-
quires us to say, in ads, that the dosage of our drug is 1 capsule four times a
day, (and the written ad even goes so far as to say: ‘the recommended dosage
must remain unchanged.” we can tell you that two capsules twice a day works just
as well. It would be too much trouble to petition the FDA for permission to
change our ads.” Could there be any better indication that even existing laws can-
not 'do the job? ' i :

- Before I.conclude my testimony, T would like to say a few general words about
the education of doctors about drugs. It is my opinion that many doctors do not
know, as much ‘about the drugs they use as they should. As evidence for this
statement. T would like to refer to the May, 1969 (10:209) issue of THE BUT.-
LETIN OF THE AMERICAN COLLEGE OF PHYSICIANS, probably the most
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respected professional scientific organization in America today. The Executive
Director of this association gave, what he called “startling” statistics about
drug reactions as they were discussed by Dr. Leighton K. Cluff, Professor of
Medicine at the University of Florida College of Medicine, For one thing, it was
stated that about 15% of patients.are admitted to hospitals because of adverse
drug reactions, He claimed “this represents 1.5 million patients a year.” And
this ‘does not include patients who have a drug reaction after being hospitalized.
Virtually every drug reaction could be prevented if the doctor was aware of
what the drug can do—in addition to its alleged therapeutic effect. Even excusing
undetected idiosyncratic patient allergies, the fact the one -doctor claims a million
~and-a half patients a year suffer drug reactions has to indicate a gross failure
of doctors to know all they should know about drugs:

Another reported observation was that 20% of all hospltah?ed patients re-
ceived antibiotics, but that this number was not compatible with the reported
number of infections. In other words, patients were given antibiotics without
any evident reason. The Executive Director -of The American College of Physi-
cians is not afraid to say that: “It is possible physicians themselves may be over-
influenced by claims made for drug efficacy.”

Unfortunately, there are relatively few opportunities, other than medical jour-
nals, for practicing physicians to learn about drugs today. Most post-graduate
courses stress theory and dwell on diagnosis—with the emphasis on how the
medical laboratory (rather than the physician himself) can best make that diag-
nosis. One reason for this lack of academic courses on drug education is that
where such courses do exist, they are more often than not, sponsored by a drug
company—and they inevitably include free drinks and dinner for the doctors who
attend. Again, you start such a meeting with a built-in bias and. it is difficult for
human beings—even if they are doctors—not to be influenced under such condi-
tions. Medical schools just cannot compete with drug companies when it comes to
offering seminars on drugs.

That physicians want to know more about drugs is quite evident. While on of
JAMA’s editors, I had the responsibility of running the Queries and Minor Notes
Department (now called the Questions and Answers Department). This editorial
department handled letters to the editor that asked questions about drugs and
diseases. Often, a physician sent in an abbreviated case history of ‘a patient he
was treating and asked for specific advice as to what drug to use, or whether it
was all right to utilize a certain drug. Several times these questions and their
answers were published in book form and sold by the AMA. I recently took
another look at one of these books, entitled “Selected Queries and Minor Notes,”
and found that half of all the questions asked related to drugs, as opposed to
diagnostic procedures, surgical techniques, etc.). What was of even greater inter-
est, in reviewing this book, specifically with this testimony in mind, was that 4
out of every 5 questions on drugs asked for information that should have been
common -knowledge to the medical profession (side effects of drugs, proper
dosage, specific rather than general indications for use, etc.) ; these were ques-
tions that showed the ads for the drugs had omitted the most important prescrib-
ing information

‘But doctors only have time to read the “headlines” in a drug ad; not because
the doctor does not want to read more, but because he just does not have the
time to read all the details—and especially to search out and study the refer-
ences that really tell about the drug. And he does assume that if the ad is in his
“official” association journal, it must be all right. This is because most doctors
are quite unaware of the dichotomy between ‘the editorial departments and the
business departments of their association. And, it is my opinion that this false

© trust in advertising in JAMA, and other AMA publications, is what has led to the
2ross overuse, as well as misuse, of drugs.

It seems obvious that legislation now on the books, has not reduced the in-
cidence of drug reactions—the very best indication of drug use and abuse. To
require that certain information be in fine print does not, at the same time re-
quire that the doctor read that fine print. But to require that the headlines in a
drug ad emphasize—with equal attraction—the bad along with the good could
help reduce the drug reaction problem.

Properly evaluated advertising could be the best method of bringing the dodor
up-to-date on drugs. But only the medical profession can insist on such stand-
ards. I hope the past and future hearings of this committee will bring this fact
to the attention of the doctors and that they, in turn, will insist on such stand-
ards as a rigid poliey in their “official” publication. -
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But, if ther AMA will not take the lead in setting advertising standards, and
more so if the doctors of this country will not demand that the AMA assume
this responsibility, then I must admit that it becomes an absolute and necessary
duty of some legislative body to take over the task that medicine will not do for
itself. The dangers of drugs, and the obvious misusé of drugs, are such that
it is irresponsible for doctors to obtain distorted education about the products
their patients take. The important thing is that the legislation must be strong
enough, and adequately enforced, to do some good. Unlike almost any other form
of advertising, drug advertising is not directed toward the ultimate consumer—
allowing that consumer:to make:a “free:choice’ with a full awareness of the
dangers involved. Therefore it does not seem ‘wrong to have adequate controls
over the education the doctor receives so that his course of actlon is'based on full,
rather than inadequate or distorted, information. -

And when the doctors of this country fully underStand the reasons behind
such actions—that the protection intended for the’patient is equal protection for
them—1I feel they will back any modahty that ofﬁers them better educalon

Thank you. :

I do have other advertisements that illustrate how doctors are decelved ( such
as the ommission’ of extremely pertment data) I will gladly show these ads, if
you so desn'e

API’P"NDIX II
: STATEMENT OF . JOSHUA memmne ‘

: “Lack of. knowaledge and sophnstleatlofn in the proper use of «drugs 1s perhaps
the greatest deficiency of the average physician today.” This indictment is one
- of the most disturbing conclusions of the task force on prescription drugs, headed
by Dr. Ph111p R. Lee, recently Astsistant Secretary for Health and Scientific
Affairs in the Department of HEW, and Ohancellor of the University of California
Medical Center in San Francisco..

' This theme is now also the focus of hearmgs before the Monopoly Subcommlttee
being chaired by Senator Gaylord Nelson (D Wisconsin). Its critical tone is
shared by almost all of my own colleagues.in academlc medicine.

This appraisal of the competence of medical practitioners, at large, to make
informed and critical judgments about drugs has; ramifications even wider than
an obvious concern about the quality of care offered by 1ndiv1dua1 phys1c1ans If
the prescribing physician were qualified, he could be relied upon to winnow fact
from self-interested fancy among the clatter of claims for new drugs, or old
ones in-fancy new packages, constantly being promoted by the drug industry.
The creative efforts of that: mdustry would .then be directed primarily to com-
petent research to find new. agents capsable of persua;dmg competent and critical
judges of their value in medicine. Wlthout that reliability, we need ever more
stringent policing of the industry and its propaganda to protect physicians, or
rather their patients, from a crime that may be closer to self-delusion than fraud
but is no less dangerous.

This kind of pohomg on the part of a government agency is not only clumsy,
contentious and expensive. It also leads to the opposite error, of bureaucratic
negativism on the prineiple that no one is ever applauded for approving a risky
application : the lives. that might be saved by taking.a chance with a new drug
will never be counxted by comparison with a single unhappy death or malforma-
tion. But if the doctors eannot police themselves, what other choice do we have? -

The evidence for widespread incompetence in drug prescription is impelling,
but mostly anecdotal. Some rather superficial surveys have been made of the
sources from which physicians obtain their drug information, and their own
views of its reliability. The importance and credibility attached to detailmen’s
presentations should be alarming on the objective principle that they can hardly
be eéxpected to criticize their own products. Chloramphenicol was widely used long
after its potential hazard for producing fatal aplastic anemia had been widely
publicized. This has been the most instructive case study so far, because one
could search out this rather rare disease from death certificate files. In California,
between January 1963 and June 1964, there were 60 deaths from aplastic anemia,
out of a total of 225,000. Ten out of these 60 were related to chloramphenicol,
which had been administered to about 220,000 patuents The risk of drug-induced,
fatal anemia is then about one in 22000 Which is thirteen times the general
population risk.
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Most medical authorities condemn the use of chloramphenicol - except - for
typhoid fever and a few other diseases, and some believe that it is never the drug
of choice. Most of the cases where doctors had prescribed it certainly did not meet
these needs. Why then did they use it? Were they -ignorant of the published
hazards? Did they discount them onthe grounds of their own experience with
the drug, which may have cured many infections without the misfortune of an
aplastic anemia case? That is, were they their own experts or are they ineom-
petent or both ? We do not know.

Most of the remedies so far proposed are unllkely to go very far to meet the
problem. A government-sponsored drug compendium, free of advertising bias,
may be very advantageous for other purposes, but will it be read by  busy
practitioners for drug information, any more than they now consult the journals?
-The Medical Letter is a panticularly useful, convenient, and critical review of
contemporary drugs that deserves to reach far more than the twenty percent
of U.S. physicians who now consult it. Above all it is a voluntary, independent
evaluation; a principle that suggests that if it is imperfect, others can try to
improve on the effort.

If indeed many physicians are incompetent to evaluate drugs, they can har-dly ’
justify the monopoly of prescribing them, and we will have to set up special
examinations and licenses for the prlv'llege of, say, prescribing drugs less; than
ten years old, and with the legal obligation to report adverse effects, -

The indictment has, however, not been proven by - objective, quantltatlve
- evidence. According to Medical World News, Dr. Maynard I. Shapiro, president
of the American Academy of General Practice, flatly denies it and complains
that he has not yet been heard by Senator Nelson’s committee. If anythmg, he
also points out, physicians get too much information, with many warnings about
isolated cases of possible side-effects whose s1gn1ﬁcance is impossible to evaluate.

‘Medical centers see (and sometimes produce) too many cases of drug-induced
illness for this problem to be hastily ‘discounted. However, before we prescribe
drastic remedies for this disease, it'needs more research both on' efficacy and
side-effects. What exactly is the problem—is there an identifiable group of physi-
cians who need to be restricted or re-educated? How much, of the issue is ‘within
the range of valid medical judgment; and to what extent should “experts” dic-
tate the practice of a conscientious but dissenting practitioner? Does overt pro-
motion of drugs by manufacturers serve any useful social purpose, except as
1mpelled by competition with others? What measures are likely to be effective
in improving the drug-prescribing behavmr of physicians, and how can we pre-
test and evaluate them?

Arrenpix ITI

THE LIBRARY OF CONGRESS
Washington, D.C., January 21, 1969.

To: Senate Select Committee on Small Busmess, Subcommittee on Monopoly
(Attention of Mr. Benjamin Gordon).

From : Education and Public Welfare Diwsion

Subject : Federal expenditures in support of medical education

" This is in reply to your request for mformat;on on ‘the amount of Federal ex-
penditures used to support medical education in the United States.

Since the academic year 1958-59, the Association of Amerlcan Medical Col-
leges has conducted a survey of medical school expenditures based tupon re-
ports of the financial data submitted from each of the accredited institutions
in the country. The results of the survey are published annually in the Educa-
tion Issue of the Journal of the American Medical Association near the end .of
each year.® The data included in this report to the Subcommittee are for the year
1966-67 and are the most recent available.

Total medical school expenditures for 1966-67 amounted to $1,010,327,369 and
represents an increase of $128,143,207, or 14 percent more than the amount spent
by these schools during 1965-66. Among the four-year sehools, total annual ex-
penditures ranged from a minimum of $2,332,264 to a maximum of $43,417,130.
Total expenditures, incidentally, for the academlc year 1958-59 amounted to

* “Medical Education in the United States,” J(mrmzl of the American Medical Associa-
tion, Vol. 206, No, 9, November 25, 1968 ; annual report on medical school expenditures.
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$319,028,651, so that expenditures for 1966-67 were 217 percent greater than
amount expended at the end of the previous decade.

Expenditures reported by the medical scliools are generally divided into two
categories: sponsored program expenditures and regular operating program
expenditures. Sponsored program expenditures are medical school activities
that are fostered and supported under special contracts, restricted grants, or
restricted gifts, by agencies or organizations interested in special medical school
programs. Regular operating program expenditures are those made from funds en-
tirely under the-control of the medical sehool. The overwhelming proportion of
Federal funds expended by medical schools are under the category of “sponsored
expenditures.”
~ In 1966-67, -expenditures for sponsored teaching and training programs
amounted to $138 216, 973 of which 92 percent came from Federal contracts and
grants

SPONSORED PROGRAMS~—TEACHING AND TRAINING

) i SR : : Percent
Category ) . . 1958-59 1966-67 increase
Federal contracts and grants. ... ..o Lol ;_.,;; ,,,,,,,,,, $20 772,182 $126,672,337 510
Non-Government contracts, gifts, and grants — GO 146 11,544,636 148

CoTotale il SIS TR S A P, 2’5,43‘2;323 133,216,973 443

. .According to the survey report funds expended in support of this actiwty ‘are
for most of the postdoctoral education programs conducted by medical schools.
. In 1966-67, $420,231,585 was spent for sponsored-research programs, of which
$844,480,141 was pr0v1ded by the Federal Government (82 percent of all spon-
sored research in medical schools). Non-Federal divisions of government prowded
about 3 percent of the funds, while the remaining 15 percent came from non-
government sources (industry, foundations, voluntary health agencies, individ-

uals; and others) :
: SPONSORED RESEARCH EXPENDITURES

Category : P , 1958-59 1966-67
- -Federal grants .and contracts for research_ . . .ol iimeiieceaat $74,128,157 - $344,480,141
** Non-Federal divisions of government___.__ LT 2,855,127 12,732,011 =
Industry. . ... 5 800 286 9,001,266 -
- Foundations___.._____ 7 327 . 16 926 247

12,935, 649 16,823, 251
4924173 9,771,507

T U 133,705,625 420,231,585 .

Voluntary health agenci
Individuals and others_

Apploxmlately 41 percent of all medical school enpendxtures are for sponsored
research, and 52 percent of all medical school expenditures are funded from
" Federal sources. About 84-percent of all expenditures come from Federal re-
search expenditures. We are enclosing the tables which show the sources of these
-expenditures for your review. These data do not mclude capltal-outlay expendi-
ture figures nor teaching hospital financial data. =~
“If information on basm medical education programs 1s required, ple‘lse ‘Jet
us know.
GLENN R. MARKUS,

2 See footnote No. 1; table 30.
3 See footnote No. 1; table 30.
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. -TABLE 31.——MISCELLANEOUS MEDICAL SCHOOL FINANCIAL DATA, 1958-1967,

. 1958-59. (1965-66 . .1966-67
EXPENSE ITEMS BY SOURCE.OF FUNDS

“1. Expenditures for teaching, training, and research from all Federal o
grants; contracts, an Subsidies . . ..ot il 394 900 339 $474, 948, 244 - $524,685, 047
2. Expenditures for research paid by nonfederaldlwsronsofgovernment_ .2, 855 12912, 081,831 12,732,011
3. Expenditures for research from nongovernment gifts, grants, and con- - -
AractS . il 31,937,435 48,179,199 52,522,271

?) Paid by industry. : 5,800,286 ' 8, 779 751 9, 001, 266
b) Paid by foundations__ . _.... : 8 277 327 15 2,399 16 92& 247
(c)- Paid by voluntary health agencies.. - 12 935 649, 5, 90! 8 032 16 823,251
(d) Paid by individuals or other organiz . 4, 924, 173 8,,399, 07 9 771 507

4. Expendrtures for equlpment purchased from school funds but not in- LR ;
cluded in “‘Summary of Medical Schopl Financial Reports’ ... __ . $4 186 842 - $5,627,795.. _$6,:55Z,‘600
5, Number of schools in which operatlng ncome exceeded oper; - ER (1'f)

____________________________________________ EEE ,2,1‘,(‘13)
6. Total 0peratmg surplus funds of colleges referredtomdtem SR '59’41,'(54%. . $2,938,933 - ‘$2 709, ‘106

7. Diﬁposltlon of operatlng surplus of funds refarred to'in ltem 6:

eld:for future operations. .. iil il LLlnilii ] AT 112,187,850 2 952} 895
(b Held as part of general: umversrty funds. wat 941 541 79052 110, 074
e ()% Used for purchase of equif , Improy t of facrlmes . . .

_______________________ M ltveeon,000 32,924

(d)y Refunded to State treasury or paid to umversny as-‘reim- ; i P
‘bursement for ServiCes_ S ...l uioioiuollliiiiiieiiiiiiioas Coiiie oo 122,081 -: 813,213

8. Unrestncted university funds used to. support medical school oper: o o 5
tions (exclusrve of State appropnatrons)r_,.__.4..,__,,,.,_.__,; 10;'953, 600‘ ‘25, 049,323 23,175, 461

9. Source of funds referred toin item 8:: BT
. (a) General university unrestncted glfts and grants ........
‘(b) Profit on auxiliary enterprises (bookstore, snack bar, etc. )_,
(c)-Allocated from miscellaneous’ umversity income arid 1 reserves

632,390 1,514,519
L oM 311 20491,708
; 17 735/633 +° 13,718/435

(d)- Unrestricted university endowmenits. ... .o o s-toiois 1 4,936, 89 5,450,799
10. Perceritage 'of total medical ‘school expenditures bhlicable’ to : L DR
regular operating programs (excluding sponsored programs)_. : + 55 3 420 i A2
- 11. Percentage of total medical school expenditures forall sponsored T R :
J o850 %8 .58
v 36 Wt 48 ool
30 . . 54 B2
65 82 .82
p pard f 35 15 . © o018
16 Percent; of P ed h -paid from state and Iocal govern- ; ;
mentfunds. ... ... RO P 3 3
17. Percentage of total medical school expendltures pard for Federal : ’ .

vesearch. .. .. .o iiiolooioiilililiiiiiiiilllociiliil : 23 s 35 i34

APPENDIX IV k

[From Canad. Me(l Ass. J ~Apr. ‘6, 1968 vol 98, pp- 701—705]| .
~A SURVEY oOF PHYSICIANS’ REACTIONS T() DRUG PROMOTION'
(R‘ W. Fassold, M D ®' and C. W. Gowdey, D. Phll ¥ London, Ontario)

The purpose of this study was to obtain an obJectlve assessment of how physi-
cians react to current drug promotional methods and whether they feel that they
are being provided with- enough- reliable ‘information ‘on: drugs to meet  their
requirements for prescribing. It was: considered pOSSible ‘that’the posing of
certain questions on drugs might encourage more physiciany to greater participa-
tion in formal programs of continuing education.

METHOD

To test the reactions to drug promotion, a list of questions was compiled which
was revised repeatedly. after consultations with several practising physicians,
pharmacologists and a pharmacist, and with the aid of Payne’s “The Art of
Asking Questions”. (1) The questionnaire was pretested by two local practition-

*Reseanch done while a medical student, University of Western Ontario.
ftProfessor and Head, Department of Pharmacology, University of Western Ontario.

Nore.—Numbered references at end of article.
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ers who. suggested several minor changes and estimated the time required for
completing the questions. In June 1966 the questionnaire was mailed to the 1584
“doctors in the 14 counties of Southwestern Ontario. Included with it were a cov-
ering letter from Dr. A. T. Hunter, Director of Continuing Education, encouraging
participation in the study, and a stamped self-addressed envelope. No rewards
were offered for returns and no reminder letters were sent. The covering letter
did state, however, that if the questionnaires were signed the results would be
'sent to all partimpants ;
. RESULTS AND DISCUSSION

A total of 531 questionnaires (83.5% of those originally sent) were returned
-completed 10 more were returned incomplete because the physician was no
longer in practice. Of the completed returns 253 (48%9) were from general prac
titioners and 270 (51%) were from specialists, but for eight the type of practice
was not indicated and could not be determined. Although the distribution of
‘general practitioners and specialists in ‘the mailing list is not known, it is
'worth noting-that the percentage distribution of the returns was very close to
the distribution:of all Canadian physicians as reportéd by Canadian Facts Com-
pany Limited (2) (ie. specialists 489, general practitioners 529%). The distri-
_bution of specialties in our returns is also very similar to that for the Canadian
-physician population, except that our percentage. of returns from psychiatrists
was higher, and from surgeons was lower than the actual distribution. This may
reflect a great interest by psychiatrists in a study of this type, or probably that
‘psychoactive drugs are being more actively promoted now; the surgeons would
not be'expected to have as great an interest in drug pronotion. -

Although the instruction stated that a signature was not required, it is of
interest that 91% of all doctors replying did sign the questionnaire. That many
of the doctors who replied did so conscientiously can.be'inferred from the detailed -
answers to. some questions and from the number of unsolicited observations and
thoughts expressed on drug promotion. It might be argued that doctors with
strong opinions on drug promotion would be more likely to return completed
dquestionnaires. Nevertheless, these were the opinions expressed by a group of
over 500 doctors representing a cross-section of the Canadian medical profession.
~ The answers to questions concerning the size of the community in which"the
‘doctors. practised and the country and year in which they graduated revealed
that, as expected, 95% of the speclalists practised in communities with popula-
'uons exceeding 20,000, and 78% in centres over 50,000. Of the general practi-
tioners, 459, practised in communities under 20,000. Most of the doctors replying
graduated between 1940 and 1950 : 71% of specialists and 63% of general practi-
tioners. There was little difference between the group as to the country where
:they became medically.qualified. Although 80% of all doctors qualified in Canada,
10% in the United -Kingdom-and 3% in the United States, a total of 14 countries
were represented in the remaining 7%.

In the tabulation of results all respondents indicating a specialty are called
“Specialists”. The eight returns where the type of practice was not specified are
not listed separately but are included in the totals for ‘“All Doctors”. The results
throughout are given in percentages of answered questwns with the totals in
parentheses. Any discrepancy between the totals shown ‘in the tables and the
number of respondents’ (531), or between ‘“General. Practitioners” and “Spe-
cialists” replying and the total replies, is accounted for by the eight unspecified
returns and by those in which that particular question was unanswered. Because
in all tables the percentages shown have been rounded off to the nearest whole
number, not all the figures add up to exactly 100%. For questions containing
“other” categories, there were not enough of any answer to be considered signifi-
cant and these are not subdivided.
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_ TABLE |.—PERCENTAGE DISTRIBUTION OF ANSWERS, FROM ALL DOGTORS

Mostinfoﬁfxaﬁve Least informative

and/or most . and/or least

1st choice or 1st choice or

Choice of answers no rank no rank t

Direct mail advertising 6 67

Drug detailman____ 46 13
Exhibits at medical , etc 20

Advertising in medical journals.. 19 12

Oth 9 0

Total number of doctors replying 521 521

1-To the question on ‘‘Most acceptable’’ 16 doctors gave more than 1-answer but did not rank them; both answers are
iacluded in tTt?ilsdand percentage calculations. Similarly, for “‘Least acceptable’’, 39 doctors gave 2 unranked repligs and
these are included. :

The questions can be grouped. into three main categories: (a) general, (b)
those dealing with the sources of drug information, and (c) those seeking opin-
ions as to the quality of drug information.

Question 1—Which of the following drug promotion methods do you think
usually is most informative and/or most acceptadble? and Which of the follow-
ing drug promotion methods do you think is least informative and/or least
acceptadble? : :

Analysis showed that 569, of the general practitioners replying to this ques-
tion considered the drug detailmen most informative and/or acceptable and
76% indicated that direct mail advertising is least informative and/or acceptable.
Not so many specialists (37%) appeared to find the drug detailmen most in-
formative or acceptable, and not.quite as many (599 ) reacted adversely to direct
mail.. ) . : ‘

Fig. 1 summarizes the reactions of all doctors replying and shows clearly that,
taken separately, the method of drug promotion most informative and/or ac-
ceptable involves the drug detailmen, whereas the least informative and/or
acceptable is direct mail advertising.

It is realized, of course, that some of the reactions expressed to this and several
other questions may have been coloured by the impressions made on. doctors
by the drug detailmen and direct mail arriving in the office just before the
questionnaire. But the answers given lead us to conclude that in many cases
these opinions are held strongly and were not prompted by the questions
themselves. o

Question &—Which of the following do you think most influences yoir to use
a drug for the first time? :

From these results it would appear that most doctors like to obtain informa-
tion on new drugs from their colleagues (Table II). Continuing education pro-
grams dealing with pharmacology and therapeutics could supply at least some
of this information.

TABLE II.—PREFERRED SOURCE OF INFORMATION ON NEW DRUGS

Choice of answers : _ Distribution of answers ‘ Percent

Manhfacturer’s written advertising (direct mail, advertisements in Journals, Specialists._____c.._ .. inells : g

: . 2

Manufacturer’s spoken advertising (detailman, exhibits, etc.) falists..___ .~ ___.__ ... 1!13
...... 3

. Alldoctors__.___. . ... 24

Colleague or consultant recommendation.._________._._......__________ Specialists_..__._._...__.._____ 57

General practitioners___..__.___ 54

i All doctors______. N 56

Patient request_ . Specalists ..o

General pra 2

All doctors_ 1

Other Specialists_ 19

General pra 11

All doctors 15

Note: Total number of doctofs replying, 521, -



5742 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

Question 3.—Do you think the methods of promoting and edvertising drugs
in general are: ethical? beneficial? economical?
- Of the doctors who answered either “yes” or “no” to this question a total of
929, thought that they were not “economical” but more than half considered
them “ethical” (Table I1I). i

TABLE [1[.—OPINION ON METHOD OF PROMOTION

Choice of answers

Yes No Don‘t know " Total

(percent) (percent) (percent) answers

Ethical 62 k 23 16 498
Beneficial - - 48 32 20 484
Economica - . 6 ) 77 17 ; - 492

Question j—Do you think that drug advertising found in medical journals is
subject to stricter, more impartial censorship than most other forms of written
drug advertising, and therefore contains more accurate and less biased infor-
mation? '

Of the 518 doctors who answered this question, 449, said “no’” and of the 363
who said either “yes” or “no”, 649 believed that drug advertisements in' medical
journals were not that different from other written advertising. This was the
feeling in spite of the fact that a number of the leading journals have in ithe
past few years made their criteria for accepting journal advertising much more
rigorous. i

Question 5—What happens to the drug advertising you receive in the mail?

The answers given to this question correlate well with those to questions 1 and
2: only 849 try to read all’ or some of the direct mail advertising; 20% never
or rarely see the material, and 45% sort through but rarely read any of it
(Table IV). AT el : :

TABLE IV.~FATE OF MAILED ADVERTISING

[In percent]

L General . All
Choice of answers Specialists practitioners doctors
Do you: . o
Try to read all of it?..____. elemiideaeeiildgcabiadeadd s 5 3 4
Try to read some of it?_.____.____. R 33 26 30
Sort through but rarely read any of it?.______.___.._ 48 43 . 45
Rarely see any of it, i.e. your nurse or rec -
of the material as she sees fit?. ... _...__...._....._ 5. 10 :
Immediately discard without looking at any of it?.._.__..._. 8 15 12
Other e 2 : 2 .2
. Total anSWers. - - ..o Coeamoii i lle e 266 ‘250 523

Question 6—“Briefly, what are your thoughts on direct mail drug advertising?”

After reading through many of the answers to this question, it was decided
to group the replies as shown in Table V. Some doctors gave answers ‘which
fitted into more than one category (e.g. they said “waste of time and of little
value”) ; hence in this question the sum of the percentage of distribution of-
answers exceeds 100.
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TABLE V.—ASSESSMENT OF DIRECT MAIL 'ADVERTISING

Distribution

: . . of answers
Quotations from replies percent
Waste of time and/or MONeY - - _ - - oo eee e 38
Useless; of little value; can do without. .. ... .. ... : .36
Too much volume; too much repetition; too long-.... . 27
Sometimes useful . ... ... 19

Annoying. . .- 15
Inadequate; inaccurate; m

Too promotional; gaudy. - 5
Of little interest to practice, or no interest to practice.. 4
Wants reprints or reviews only.____ aliiilieas il 3
Wants file cards or standard brochure once.._. °3
To-announce new drugonly .- o i eaae e iicmeiecacacans 2

Total number of doctors answering......._....... I T LN 0 AR S ST IR ML LN ) 518

Using these and other quotations it was found possible to classify the answers
into three groups: (a) mostly favourable, (b) mixed or indifferent, and (c)
negative or hostile (Table VI). In some cases when the answer was mostly
negative or hostile but the reply to the preceding question indicated that the
physician tried to read some or all .of this mail, the reply was classified as
“mixed”. It is noteworthy that only 89 of the specialists and 1% of the general
practitioners did not express an opinion in reply to this question. W

TABLE VI.—REACTION TO DIRECT MAIL ADVERTISING
[In percent]

) - General

Category of reply ! ) Specialists - practitioners
Negative or hostile_ .- . i ) 68 . 67
Mixed or indifferent_ ... _._....__. 23 27
Mostly favorable_..... 9 6
Total ANSWerS . - o v oo cceccmccccmmmammmmmemm o mmm—memmenheo 259 250

Canadian doctors may have been influenced in their reactions to drug adver-
tising by the 1960 report of the Committee on Pharmacy to The Canadian
Medical ‘Association (8). After the appearance of this report, Kelly . (4) sum-
marized what believed to be the attitude of most doctors to the “flood of direct
mail advertising” by pointing out that: “it is so voluminouy that only the most
conscientiousg recipient opens each piece before consigning it all to the waste
basket . . . most 'of it constitutes outstanding examples of the printer’s and
lithographer’s art which conveys the impression of great expense and consequent
wastefulness . . . it appears so expensive that doctors feel that it may con-
tribute materially to the cost of prescribed drugs to the patients . .. it pro-
duces in the minds of many doctors an unfavourable image of the firm which
sponsors it.” ; ]

‘Since that report, efforts to improve this medium were certainly made by some
of the pharmaceutical companies and the total volume hag been reduced. The
fact remains, however, that in 1966 over two-thirds of 509 doctors still reacted
in a negative or hostile manner to direct mail advertising and a total of 65%
stated that they rarely read, rarely saw, or immediately discarded mailed drug
advertising. These reactions to our questionnaire are different from those re-
ported by the Canadian Facts Company who claimed from their survey (2) that
“only 169, of doctors allowed anyone else to discard any of their pharmaceutical
mail before they themselves saw it .. . as many as 709% gave an affirmative
answer to the question ‘Do you make a point of trying at least to look at all
your advertising mail? . . . only 86% expressed any dissatisfaction with the
selection of mail sent to them”.

Question 7. How would you grade most detailmen with regard to the following
attributes?

Table VIT shows that the majority of doctors rated most detailmen favourably
(ie., “good” or “excellent”) as to personality (86%), reliability (65%) and
honesty (69%) ; not so favourably (ie., “fair” or “poor”) in the categories of
general knowledge (67%), knowledge of drugs (63%) and usefulnesy (59%7.
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TABLE VI1:=~ASSESSMENT OF DETAILMEN

: ‘ Poor Fair Good Excellent Total
Attribute (percent) (percent) (percent) (percent) answers
Personality ..ol ..ol 14 74 12 519
Reliability._ . . 5 30 56 9 504
Honesty_._.._..._ 2 30 60 9 503
General knowledge. - 11 56 32 2 506
Knowledge of drugs. 13 50 34 3 513
Usefulness 18 41 38 3 509

Question 8&—Have you ever reduced or stopped your use of a drug manufac-
turer’s products because of what you believe to be misleading or objectionable
advertising in any form (i.e. include impressions made by drug detailman)?

In their answers to this question there was a marked divergence between
specialists and general practitioners, but the reasons for this are not known
(Table VIII). In any case, it is significant that almost one-half of all doctors
replying stated that they had reacted in this way to misleading or objectionable
advertising.

TABLE VIII.—INFLUENCE ON PRESCRIBING PRACTICES OF OBJECTIONABLE ADVERTISING

Choice of answers Yes (percent) ~ No (percent) Total answers
Specialists 39 61 263
General practitioners 59 41 248
All docters. ..o oo 49 51 : 518

Question 9.—Do you think there should be @ regular publication by an independ-
ent medical body, giving practical and unbiased guidance on new drugs?

An overwhelming majority (94%) of doctors replying thought that there should
be such a publication (Table IX). .

TABLE IX.—DESIRE FOR INDEPENDENT OPINION ON NEW DRUGS

Yes No No opinion Total

Choice of answers (percent) (percent) (percent) answers
Specialists. . ..... 94 4 2 269
General practitione 92 6 1 249
All doctors 94 5 2 524

The need for such information was recognized by the Royal Commission on
Health Services. (5) One of their recommendations (No. 62) was that a National
Drug Formulary be prepared, issued and maintained on a current basis. “This
Formulary would include only those drugs which meet the specifications of the
[Food and Drug] Directorate. . . .” “There should be established . . . an Infor-
mation Service which would issue periodic bulletins providing the latest infor-
mation on drugs and drug therapy to physicians, pharmacists and hospittals.”
Whether a Canadian Drug Formulary can be produced and kept up to date is
questionable, but there are several currently available publications which do give
information on the newer drugs. (6-10)

Question 10.—Are you familiar with The Medical Letter?

It appears that somewhat more general practitioners than specialists are
familiar with and use this publication (Table X). Analysis:showed that of the 79
specialists who stated that they read it “regularly* or “often,” 28 were specialists
in medicine, 11 in psychiatry and 8 in obstetrics. The proportion of psychiatrists
who said that they read this publication is relatively high and may be another
reflection of their current interest in drugs. :
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TABLE X ~FAMILIARITY WITH “THE MEDICAL LETTER"

[In percent]

General
Choice of answers : Specialist: practitioners All doctors
Yes, | use it regularly. ... _..oooooeeeociil ‘ 20 ' 25 22
Yes, Luseitoften.. ... . . .. ... R R 10 ; 20 15
Yes, but | rarely use it._.._.__. - 36 25 . 30

Yes, but | have never used it__. 10
N0 e e e 28 20 24
TOtal BNSWETS - e e e e ioenon 523

Question 11.—Do you consider The Medical Letter an adequately authorita-
tive, unbiased, and thereof useful source of information on new drugs?

Although the doctors were directed to omit this and the following question if
their answer to Question 10 was “No”, it was realized during the analysis of
results that this was an error in instruction (Table XI). Therefore we recorded
answers to these questions only if the preceding answer was either “Yes, I use
it regularly” or ‘“Yes, I use it often.”

TABLE XI.—OPINION OF "‘“THE MEDICAL LETTER”

{In percent]
. General .

Choice of answers Specialists * practitioners All doctors
56 42 47

39 ) 56 49

2 1 2

2 . 2 2

79 113 195

1 See text for-explanation.

Question 12—If the Medical Letter presented a clearly adverse report on either
the safety or effectiveness of a new drug you were using, or anticipated using,
what influence do you think this might have on your treatment plans? (Assume
the drug in question could not generally be considered a ‘life-saving drug’, and
that there are older, more widely used drugs available, and recommended for
the condition.)

Of the 195 doctors who answered this question, and had stated earlier they
read this publication regularly or often, 899, stated that they would heed the
adverse report. Several suggested that if the adverse report had to do with
safety, they would not use the drug until they had more information, but if
the report concerned efficacy, they would use their own judgment as to con-
tinuing it.

SUMMARY

A total of 531 physicians from Southwestern Ontario responded to a question-
naire that sought their reactions to current methods of drug promotion—a re-
sponse rate of 33.5%. The distribution of general practitioners and various special-
ists was comparable to the Canadian average. Most physicians had graduated in
the 1940’s; 809 had qualified in Canada, 109 in the United Kingdom. Direct
mail drug advertising was reported to be the least informative and/or accept-
able to 679 of all doctors, and the same number gave negative or hostil answers
when asked for their thoughts on this type of promotion ; it was sorted through
but rarely read by 45%, and rarely seen by another 20%. Drug detailmen were
reported to be most informative and/or acceptable by 469 of the doctors and
most of them were rated favourably as to personality, reliability and honesty,
but not so favourably as to drug and general information, and usefulness to doc-
tors. The majority of doctors declared that recommendations from colleagues
(or consultants) were the greatest influence to use a new drug. On the promotion
of drugs in general, a majority thought it ethical and 77% thought it was not
economical, Of the respondents, 949, thought there should be a regular publication

81-280—69—pt. 14-——18
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giving practical, unbiased guidance on new drugs; 499 reported that they had
reduced or stopped using a manufacturer’s products because they believed the
advertising to be misleading or objectionable. )

The authors are indebted to Dr. J. M. Parker, Department of Pharmacology,
for his advice and help with the manuscript, and to Dr. A. T. Hunter, Director
of Continuing Education, Faculty of Medicine, for his interest and his kind
co-operation in sending out the questionnaires. Dr. Hunter and Dr. W. W. Wigle,
President of the Pharmaceutical Maufacturers Association of Canada, provided
some financial assistance to defray the mailing costs, which is gratefully ack-
nowledged.
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ArprexDIx V

ARTIC'LEé FroM VARIOUS SOURCEs-oﬁ DﬁUG TESTING
[From the Washington (D.C.) Post, ;Iank 9, 1969]
THE IMMUNIZATION OF DRUG TESTERS
(By Morton Mintz)

The quality of testing of prescription drugs is one of those problems whose
complexities elude the grasp of most of us but whose implications are of life and
death importance. For if poor testing is allowed to conceal from a physician that
a medicine is useless, inferior of even positively harmful, it is not the doctor but
the patient (or hundreds, thousands or even millions of patients) who may be
expowsed to needless explowatlon delay in obtaining effectve therapy and even
injury or death.

Periodically something happens to make the problem surface. There were, for
example, congressional investigations by the late Sen. Estes Kefauver, Rep.
L. H. Fountain and former Sen. Hubert H. Humphrey. Some testing was “super ”
Humphrey once said. He found other instances of outright fraud. But muah
more often, he said, “mediocre and substandard testing was . . . conducted on
good, bad, or indifferent drugs.”

Humphrey s inquiry ended in 1964, when he ran for Vice Presidet. Then, just
three years ago, a tired industry-oriented Food and Drug Administration got a
new Commissioner with a rock ’em sock ’em style. A mere 11 weeks after Dr.
James L. Goddard was sworn in he told the Pharmaceutical Manufacturers
Association that he was “shocked at the quality” of much of the test data PMA
members had submitted to the agency. “The hand of the amateur is evident too
often for my comfort,” he said.

Last July 1, Dr. Herbert L. Ley, Jr. succeeded Dr. Goddard. Dr. Ley’s style
is anything but rock ’em, sock ’em. For five months he made no public speeches
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at all. But when he did, Last Dec. 3, he, too, focused on unsatisfactory testing
of drugs. s ) o )

“T must tell you frankly that we have not seen the degree of improvement
in the quality of clinical data from drug investigations that we would like,”
Dr. Ley told an educational conference sponsored by the FDA and the Food
and Drug Law Institute. E i ) TR

He documented hig point with a capsule review of the 406 drug-marketing
applications received by the agency in the fiscal year ended last June 30. Only
59 were approved—about one-fifth as many as were so low in quality as to ‘be
“not approvable.” Of the rejected applications, Dr. Ley sdid, more than half
“suffered from deficiencies in clinical studies and inadequacies in efficacy data.”

“T intend to give this' matter renewed attention * * * and possibly ‘call upon
experts outside the agency as well to see if we cannot find means to correct
existing shortcomings,” he said. ] )

As if to underscore his point, the FDA soon thereafter disclosed that it in-
tends to halt the sale of six antibiotic-containing combination drugs for which
investigation showed there was little if any scientific evidence of efficacy—but
which nonethless were widely advertised and, over the years, prescribed for
millions of patients. . ) ) )

Two days after Dr. Ley spoke, support came from an unexpected quarter. In
‘the Dec. 5 Medical Tribune, spokesmen for two major pharmaceutical houses
were reported to have made a joint statement in Geneva, Switzerland, that
despite improvement in recent years, “the vast bulk of clinical work with new
drugs that is published is of abysmally low quality.”

" This fact often is held against the drug industry, Drs:. H. Bloch of CIBA, Ltd.,
in Basel and G. E. Paget of Smith Kline & French Laboratories, Ltd., acknowl-
edged at a meeting sponsored by the Council for International Organizations of
Medical Sciences in cooperation with the World Health Organization and the
United Nations Educational, Scientific. and Cultural Organization. But, the two
doctors said, “it is as much to industry’s disadvantage as to medicine’s that this
situation exists. This unsatisfactory state of affairs does not come about because
industry seeks third-rate investigators to carry out these [drug testing] trials in
the hope that they will thereby obtain an unreasonably favorable outcome . . .
It arises because of the dearth of investigative facilities and first-class investi-
gators throughout the world.” As they saw it, the answer lies in “a complete
revolution in the attitude of medical schools and teaching hiospitals to the clinical
investigation of drugs and the training of investigators.”

Their advice is not out of proportion to the seriousness of the problem. But
alone it is not enough. The Government might well look upon the training of drug
investigators as a public health necessity and pay the bill. Apart from that, as
witnesses have told the continuing drug hearings led by Sen. Gaylord Nelson,
steps must be taken to eliminate the possibiltiy of bias in testing. As it is, manu-
facturers commisgion testing. Those who do it know what company is paying
the Dbill, whether a gift to a favored medical school may somehow be in the
balance, whether there will be such forms of ego massage as honorariums for
speaking at a conference in a distant city, whether a favorable result will cause
a rise on the stock market from which personal advantage may be derived. .

One way or another, testing should be done by specialists who do no¢ know
the identity of the manufacturers, who ¢annot benefit financially from the result,
who are mot motivated even subconsciously by a desire to get anything but the
truth. If war is too important to be left to the generals, so is drug testing too
important to be left to manufacturers and to investigators who have not been
immunized against possible bias.

[From the Bulletin of the Atomic Scientists, January 1969]
Drue Testineg: Is TiME RUNNING OUT
(By William M. O’Brien)

(NoTE—Dr. O’Brien, who is associate professor of preventive and internal
medicine at the University of Virginia, Charlottesville, discusses the hazard of
drug testing in the diseased human being. He contends that the FDA should be
strengthened by improving its scientific status and upgrading the quality of its
scientists ; that drug testing should be taken out of the hands of the pharamaceu-
gical i)ndustry, which he criticizes for showing unwarranted optimism about

rugs.
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.The vast majority of physicians feel that the best way to test drugs is to use
the “art of medicine”—every doctor should be allowed to try out a new drug and
see how it works, and the doctors’ testimonial should be sufficient evidence.
After all, shouldn’t a drug be tested and judged just as 1t is used—by the
physmlan in his office?

A second approach considers medicine to be a science and not an art, and
demands rigorous experiments in drug testing. Since the course of most diseases
is hlghly variable, a control period is essential. Testing a new drug implies a com-
parlson with a standard established remedy or, if there is'no evidence that drugs
in any way benefit the disease being studied, a comparison with an inert dunimy
medication, usually referred to as a placebo. The drug and placebo treatments
are randomly- assigned to comparable patients and, to avoid any possible bias, the

"physician evaluating the response and the patient are unaware of which medica-
tions are active. The second approach is rarely used. Most clinicians are skeptical
of controlled trials, and particularly distrust the final statistical analysis which
is required to insure that the investigator has not been misled by chance or
deceived by natural fluctuations in disease activity. Drug companies prefer the
first approach; uncontrolled trials are easier, and the resulting testimonials are
apt to be favorable. A famous physician once remarked: “Drug trials can be
divided into two groups; enthusiastic trial with no controls and controlled trials
with no enthusiasm.”

- The uncontrolled trial—the “art” of testing new drugs—is, horwever full of
logical traps. Caring for disease is depressing, and both physician and patlent
may become wildly enthusiastic about new remedies. Sir Williaimn Osler is re-
puted to. have remarked: “We must use drugs quickly before they lose their
power to heal.” A new drug is introduced, has its fling, and then is discovered
to be of little value or comes to be assocmted with severe toxic reactions. This
pattern has repeated itself over and over again.

FLIPPING THE OOIN

Another trap concerns the widely used technique of placebo substitution.
Consider a disease with a highly variable course. Let us suppose that a patient
has just experienced a severe exacerbation of disease activity. The physician,
confronted with a patient who is doing poorly, decides to start a promising new
drug. He gradually increases the dose of the drug, and eventually the patient has

_a remission of the disease process. Now the physician substitutes an inert dummy
medication, a placebo, and the patient soon gets worse. He repeats the process
several times, and.each time obtains a verdict in favor of the drug. But has the
favorable effect been due to the drug, or is it due to the cyclical nature of the
disease? This is the same fallacy as a coin-flipping game with the rules which
require that if it’s heads I win; but if it’s tails, you don’t win, we flip again.
Under these circumstances, it is hardly a fair game; if the game goes on for a
number of coin tosses, the chances of your winning becomes virtually nil. Placebo
substitution is an example of just such a logical fallacy, since the physician can
decide to substitute the dummy whenever he wishes. The rules of the game must
be determined before the game begins, not during the play.

In a recent congressional hearing on the adequacy of drug testmg, when the
fallacy in the placebo substitution technique was pointed out, a vice presndent in
charge of research at one of the largest drug companies defended it: “To imply
that these clinical investigators purposely chose to institute placebo at the
point in the patient’s disease when the patient is about to experience an exaspera-.
tion of his illness, is sheer nonsense, and is a reflection on the scientific integrity
of the observer and also on his moral character.” Most physicians would agree,
and would still prefer the “art” approach, in spite of this and many other falla-
cies in the use of these uncontrolled techniques.

A final problem in the art of drug testing revolves around payment for the
tests. The companies must have favorable reports in order to market new
products. If a physician constantly produced scientifically sound but unfavorable
reports would he continue to receive support from the drug industry? My ex-
perience would indicate that he would not. If a physician consistently produeed
favorable ‘testimonials, would he receive generous support?, One physician is
known to have received congiderably more than $32,000 for’ results of drug. tests
prdising new remedies. over a two-year period. The Food and Drug Administra-
titon (FDA) later produced evidence that these trials involved gross fraud and
the physician was conyvicted in. Federal Court. This is hardly an isolated ex-.
ample. Marketing of the pain killer Norgesic was based on tainted data, and-
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numerous other instances could be cited. One wag suggested a second way to

classify tests: “Drug trials can be divided into two groups: fraud and gross

fraud.” - ] ' )
DRUG PROMOTION

I am a specialist in rheumatic diseases, and through my ‘career T have watched
the ‘development of a series of new drugs for the treatment of rheumatoid ar-
thritis. I, and many other rheumatologists, have considerable doubt that any
drug is really effective in arresting the'course of rheumatoid arthritis, so surely
.our first concern should be primum non nocere: first not to injure the patient,
Often it seems, however, that for the long-suffering arthritic the purported cure
is worse that the disease.

Early in my career, corticosteroids were being widely acclaimed. Unfor-
tunately, they cause a variety of severe and even fatal side reactions including
psychoses, peptic' ulcers, - osteoporosis, fractures, cataracts, diabetes, and so
forth. Another great hope was phenylbutazone, which was modelately effective,
but which unfortunately caused peptic ulcers, and even worse caused severe
depression of the bone marrow and occasionally resulted in leukemia. Next
was chloroqume, Wthh was relatively weak, but seemed almost free of side
effects.

Unfortunately, after a few years of therapy, some patients became totally blind.
Then camé indomethacin, another rather weak drug, which had numerous serious
side effects. Mote recently dimethylsulfoxide (DMSO) was proposed as a panacea.
This drug probably has no effect at all, but acts as a classical counter irritant.
When rubbed on the skin, it causes redness, scaling, burning, and pain—the skin
hurts so badly that the patient forgets his arthritis. Some patients developed
ocular changes, and a few died of shock after receiving DMSO; human use of
the drug is now. prohibited. Today, we are beginning the era 01’ the immuno-
suppressives, which can cause total depression of the blood-forming elements in
the bone marrow. These are the most dangerous agents ever used in treating
rheumatoid arthritis, and we can only wait to see what will result.

 THE INDOMLPHACIN STORY

Indomethacm is a good e\{ample of how a drug is tested and promoted. The
drug was developed at'the research laboratories of Merck, Sharpe and: Dohme,
and the basic studies represented careful pharmaeeutlcal research.: By 1964,
extensive clinical testing of the drug was underway. The only requirement of
present U.S. law is thait a drug be safe and effective as labeled. Advertising is
legally defined as labeling. By June 1965, the FDA felt that the drug met these
requirements and that it was relatively safe if used as labeled, so they allowed
the drug to be marketed.

Merck immediately embarked on an ambitious advertising campaign. By early
1966, most medical journals contained eight-page color advertisements with head-
lines stating that indomethédcin was ‘“the most promising antirheumatic agent
that has been made available for ¢linical investigation since the introduction
of cortisone.” Many physwlaus might misinterpret this statement as meaning
the drug could be used in any rheumatic disease. In fact, it has been tested and
approved in only four specific diseases. The advertisements also'stated in large
type that the drug “extends the margin of safety in long-term management of
arthritic disorders” Again, this implied that the drug was safer than other
drugs and it could be used in any form of arthritis. Unfortunately, it did not
specify what indomethacin was safer than.

The advertisements also contained four testimonial statements by eminent
pratitioners, two of which stated indomethacin was “the drug of choice,” imply- -
ing this drug in comparisons had been found more effective than other drugs
when in fact such comparisons had not.been made. One physician c¢laimed that
he had found the drug “extremely helpful .in .over 500 patients.” Later, FDA
officials indicated Merck’s own records révealed the physician had never treated
anywhere near 500 patients. The claim was also made that the drug did not
increase susceptibility to infection. They omitted mentioning that these claims
were based on experiments in a few rats with a system involving bacterial
endotoxing, evidence which certainly could not be projected to claim that all
infections in human beings would behave in a similar fashion. In fact, the drug
increases human susceptibility to infection. Further, the advertisements stated
periodic blood counts were not necessary, implying that the drug did not depress
the bone marrow : the drug is known to cause total fatal marrow depression.
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The direct promotion of the drug to physicians seemed even more dlstorted
than the advertising. One regional sales manager instructed detail men under
‘his supervision: “It is obvious that Indocin will work in that whole host of
crocks and cruds which every general practltloner . . . sees everyday in his
practice.” (The drug is too toxic for routine use in minor complaints, and the
‘‘erocks. and cruds” indicates considerable contempt for the pubhc ) Further, the
sale-smen were told to play down sude effects : i .

A SEM.A“IC[IC PB.OBLEIVI

In the summer of 1966, officials of the FDA demanded that Merck drastically
alter its advertising. Officials felt that the advertising did not contain sufficient
information on toxicity and overstated the usefulness of the drug, particularly
in implying that it ‘could be safely used in any form of Theumatic disease or
arthritis. Merck complied for a brief pemod ‘but in Noverhber 1966 the fitm
began an even iore. objeetlonable campaign, resulting in a second crackdown,
and a request by the FDA to the Justice Department that the company be crim-
inally prosecuted for ‘the November advertisenients. At the. Senate hearmgs on
mdamethacin, the president of Merek and’ Company pleaded :

“Language is not a perfect method of communication, and it may well be that
words angl nphrases that we used in the belief that they mean one thing may
have been interpreted b Isdme physitia s‘to mean somethmg else Such are the
eomplemtws of semantics.”

This eompany s advertising eonVe‘rted the legally approved labehng of “Indocin
itself may cause peptlc uleeratmﬁ .. unto “Ulceratlon of the stomach . has
been repom;gd . The dlfference is hardly semantlc, ‘since the second statement
impliés dotibt” as’to. causahty, while the ‘first’ ddés not. ‘Bven worse “semantie”
difficulties were arising over the use of the drugin chlldren M

In late 1964, the. FDA had recommeénded to Merck that the prescribing direc-
tions for the ‘drug state that this drug should not be used in children. No experi-
énces in ¢hildren had accumulated and children often react differently to drugs
than do adults. Unfortunately, in the prescribing directions issued with the drug,
this warning was altered to read “not recommended for use in children,” rather
than an absolute prohibition. In the fine print'in ‘the advertising, this was further
changed to.“Safety in pediatric. age groups, .. has not been established,” implying
that the .drug was safe in children, but httle -experience had accumulated as yet.
. This language was, indeed, not a perfect method of communication, and physi-
cians did use the drug in chlldren By July 15, 1966, the FDA had learned of
sudden deaths due to overwhelming infection in several children receiving in-
domethacin.. The officials requested that Merck immediately warn all' American
physicians by letter against the use of this drug.in children. In addition, the FDA .
required that the labeling include additional warnings, contraindications, and
clear indications of adverse reaction and precautions,

By November 1966, the Canadian Food and Drug Directorate became increas-
ingly concerned about deaths in chlldren Rather than rely on the company to
warn physicians, the Directorate sent letters dn‘ectly to every Canadian physr-
cian, stating: :
: “Several deaths have been reported in chlldren with severe forms of rheuma-f
toid arthritis, dermatomyositis, and rheumatic fever who were receiving indome-
thacin. Some of these children succumbed to an intercurrent infection, the severity
of which.may have gone unrecognized durmg treatment The exact relationship
to 1ndomethacm wag difficult to determine in these reports. However we recom-
mend that indomethacin should not be used in children; untu the results of
further studies become available.” .

A PILL: PER ILL

In early 1967 further disquieting news appeared. Previous ev1dence of . the
effectiveness of mdomethacm had been based almost solely on testimonials by
physicians and much of’ this information had never been fully published in reput-
able scientific Journals In early 1967, for independent, careful, double-blind
trials were pubhshed in' leading medlcal journals. In these trials two’ g.roups
were used, one receiving indomethacin and another receiving some contrast
medlcatlon ‘(either a standard drug such as aspirin or an inert dummy). N elther
the physician nor the patients knew which capsules were active. All four of these
lndependent smentlﬁc trials (none of which rélied on art or clinical opinion)
failed to show that mdomethacm had any more poteney than simple aspirin.
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The trials could not substantiate any of the claims made in previous reports,
which had indicated that 60 per:cent of patients had improved.
.. The eompany declared some of these trials were totally invalid and in later.
.. testimony urged that drugs be evaluated in‘an uncontrolled fashion by physicians
. who were expert in the treatment of rheumatic diseases..While no one could
question that many of the company-sponsored physicians were expert clinicians,
the question of whether they were performing scientific experiments remains
unresolved. The company also implied in later testimony that the controlled trial
is something new in medicine. An excellent controlled trial was performed in
1747 on board the British warship Salisbury by Dr. James Lind. Twelve seamen
with scurvy were divided into six groups of two. He tried different therapeutic
regimens on the similar groups and found that only the two sailors who received
citrus fruits were cured. The technique of controlled experimentation is hardly
anything new in either science or medicine and the issues in drug testing really
boil down to art versus science and testimonials of “experts”: versus numerical
eévidence. : SERER S I A i u
‘Certainly-the public desperately hopes that the medical profession will provide
a pill for every ill. The public realizes that pharmaceuticals are important and
represent a potential cure for any disease. But the public is also coming to realize
that they may be killed by drugs, and particularly, that they may receive new
and untested drugs without-even being informed' of the:potential dangers. Even
worse, the physician himself may be unaware of the potential dangers of the
drug. The medical profession responds that every physician should use new
drugs and get acquired with them and that it is only in this way that the public
will receive instant benefit from latest advances. Doctors certainly like to try
the newest remedies. About one third of American thalidomide babies were born
to wives of physicians who had received free samples of the drug:

-SPEND $900 - MILLION . :ON ‘AD§

The ayerage physician’s utilization of drugs is at best disturbing. In a study of
408 cases: of bone marrow depression due to chloramphenicol; of which one half
resulted in death, the drug was prescribed for a valid reason in only six per cent
of the cases, and was given for common colds in 12 per cent. The drugs industry
spends about $3,500 per physician on salesmen who personally “detail” the doctor
on the latest breakthroughs. A total of $900 million is spent on advertising, about
three times the amount spent on medical education. And the advertising is suc-
cessful. A recent survey of drugs dispensed by the mail order drug service of the
American Association of Retired Persons revealed that Peritrate, an expensive,
long-acting dilator of the coronary arteries, was the most commonly prescribed
drug-in old persons: This is indeed a triumph for the hard sell Madison Avenue.
campaign which modestly billed the drug as “life sustaining,” for several careful
scientific trials have shown the drug has no pharmacologic effects of any kind on
coronary artery disease. Of the 12 top drugs prescribed for these retired persons,
two were expensive substitutes for aspirin, and four were expensive substitutes
for phenobarbital. The use by physicians of fancy, dangerous, and expensive sub-
stitutes for old standard remedies undoubtedly contributes to the staggering costs
of medical care. o

In a survey of 1,014 consecutive medical admissions at Yale University’s
teaching hospital, 10.3 per cent of patients had a drug reaction ; in 1.4 per cent the
reaction threatened the patient’s life; and in 0.4 per cent the patient died as a
result of the reaction. A similar survey at Johns Hopkins of 714 medical patients
revealed 17.1 per cent had reactions and 1.55 per cent were fatal. Even if only
one-tenth of one per-cent of all hospital admissions died of drug reactions, the
deaths would approach 29,000 per year. Deaths due to drugs would be ‘a major
public health problem comparable in importance to infectious disease, cancer of
the breast, and nephritis as a cause of mortality. I would be the first to admit we
have no idea what the magnitude of the problem is, but I would violently disagree
that no problem exists. : et - i G

Physicians are not legally required. to report drug reactions to the FDA. In
faet, it is to their advantage not to report reactions since it might involve them:
in' a possible lawsuit on the part of the injured patient. Just what percentage of
drug reactions are not actually reported is unknown, but most informed sources
feel that it is less than one per cent. Lowinger recently reported in Science maga-
zine that only 10 of 26 reports on drug safety which he had submitted to 19
pharmaceutical manufacturers had ever been forwarded to the FDA. He further
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stated -that 14 companies which failed: to submit toxicity reports included some of
the largest and most scientifically capable pharmaceutical houses. We do not
know the extent to’ which adverse reactionsto drugs are a problem in American
society, and probably ‘we will never ‘know ~sinece the physician and the drug
cotpany both attempt to coriceal evidence of toxicity. ‘ :

 NATIONAL TESTING POLICIES

. The medical profession. has generally felt that the practitioner: should be
allowed to use any. drug in any way he sees fit. Attempts to control his use of
drugs or to prevent him from using new compounds would be interpreted as an
infringement of his basic right to practice medicine and to prescribe in a way in
which he sees fit. The FDA does not actually prevent doctors from experiment-
ing with new drugs, but does request the physician to register with the agency.
keep accurate records, and that.either he or his sponsor promptly informs the
agency of adverse reactions. The American Medical Association, which receives
over half its income from-drug industry advertising, has not been vigorous, in
fact not even feeble, in demanding careful clinical testing, honest advertising,.
or. the control of highly. toxic¢'drugs. i
The pharmaceutical industry. itself has demanded a hands-off attitude: and has
vigorously fought every attempt at any inquiry into drug testing or drug toxicity
and has opposed all legislation aimed at controlling drugs in any way. It has
done little to police itself and undoubtedly will do little in the future: Theé indus-
try has established warm and cordial relationships with, and donates funds to,
medical organizations.  In return, the pharmaceutical industry has an:undue
influence over the policies of these organizations. : '
America’s great disease-oriented foundations, that rely on public contributions
to study cancer, heart disease, arthritis, and so forth, have not made any major
attempt to protect the public against drug reactions. This is perhaps understand-
able, since most of the fund-raising abilities of these organizations is based on
promising the public a cure, usually by drugs, and scary stories about toxic reac-
tions to -drugs will hardly help fund raising. Furthermoré, these foundations have
strong ties with the drugindustry. ‘ oo i Co
The nation’s medical schbols are too poor financially to do much to promote.
either better trials or' good postgradudte education on the use of drugs. The
faculty of medical schools probably represents the only major source of physicians
with the talent and skill required to scientifically test and evaluate néw drugs.
Contrary to what most people believe, the drug industry is not pumping mohey-
into medical schools to support research on drugs. During 1965-66 the medical
schools’ total expenditures for sponsored research was $375 million. Of this, they:
received $3 million from nongovernment sources for unrestricted research. If
one assumed half of this came from the drug industry, this would amount to
about half of one per cent of the total research budget of the schools. The widely
publicized Pharmaceutical Manufacturer’s Agsociation Foundation, which devotes
itself to the “betterment of public health,” had awarded only $55,000 in faculty,
development awards. in clinical phatmacology up to the end of 1967, A féw com-'
panies—notably Burroughs Welcome—ptovide excellent faculty fellowships, but:
these are few and far between—about 20 in the entire country. Considering the:
numbers of MDs and: PhDs which the drug industry consumes annually, they,
may actually make no net contribution and may even represent a drain on the
resources of the schools. i )

‘NIH SUPPORT -

The only substantial source of support for good testing and research on drugs
comes from the National Institute of Health (NIH). The total expenditures for
support of research on drugs are about $50 million, of which $3.5 million is spe-
cifically earmarked for drug testing. This amount, less than five percent of the.
total NTH budget, is hardly enough to support all the work that needs to be done.
Because of the difficulties in obtaining funds for clinical pharmacology, most
departments have drifted to where the money is: basic molecular biology. The
result has been good,: but medical pharmacology has become lopsided. Most
departments are headed- by molecular biologists, and emphasize basic research.
Only two or three real departments of clinical pharmacology are to be found in
the entire country. The bright young clinical investigator finds support difficult to-
obtain for testing drugs, and. tends to -gravitate into other areas where funding
is easier to obtain.
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Unfortunately, many medical school investigators whoge research programs are
funded by NIH also receive personal honoraria from the drug industry. While
federal funds are paid only to the medical school and ¢an be used as prescribed in
~striet budgets, the industry funds may be received as personal income outside the
framework of medical school salary scales..Some:of these investigators seem far
more concerned about the welfare of the pharmaceutical industry than they do
about the tax-paying public, even though the public actually provides most of
their support. The industry has every right to pay their consultants as they see
fit, but publicly-supported investigators should not be permitted to be involved in
serious conflict of interest.

The FDA is the only real organization solely devoted to protecting the American
public. This agency is the stepchild. of two great drug catastrophes: the Food,
Drug and Cosmetic Act of 1938 was passed as a result of the elixir of sulfanila-
mide catastrophe in which 108 children died, and the 1962 Harris-Kefauver
amendments were enacted because of the thalidomide catastrophe. The powers of
this agency are limited by law and the officials are subject to political pressure.
If:anyone in the medical profession wishes to criticize or belittle the FDA, he can
find an immediate audience in almost any medical journal and his efforts will

" bring him rich rewards from the pharmaceutical industry. Claims are continually
being made that the agency is interfering with research and depriving the public
of life-saving drugs. The truth, more likely than not, is that the agency has
prevented doctors from poisoning patients with some new, expensive drug of
questionable merit.

~This agency has a long way to .go. Under Commlssioner James Goddard many
;1mprovements came about. Officials gradually began to insist on better quality
trials, and a crackdown on false advertising was begun. Although Goddard was
overly frank, and the drug industry capitalized by both misquoting him and
exploiting h1s candor, the public owes him a great debt for improving the Admin-
istration. There is every expectation that his successor, Dr. Herbert Ley, will
continue to serve the public interest, and see that the FDA becomes even more
effective in its mission. .

FUTURE THERAPEUTIC CATASTROPHES

Over the past 30 years, this country has experienced several major therapeutic
disasters. Many patients were needlessly killed or badly injured by indiscriminate
use of certain new drugs. It is said that this is a price we must pay for progress.
If a good scientist examined the records of these disasters, he would have to
‘conclude that if testing were conducted in a totally impartial, highly scientific
manner; all. of these catastrophes could have been avoided. But the Pollyannas
of the drug industry assure us that new disasters are impossible.

A few Cassandras, however, prophesy even worse calamities. Pharmaceutical

‘companies are producing new and highly toxic compounds at a startling rate and
the number of new drugs-being introduced for clinical testing is rapidly increas-
ing. ‘'What are the possibilities of another major drug disaster? Dr. H. Friedman,
in a letter to Science magazine, stated :

“Let us assume that a drug (such as a combination psychic energizer and
diuretic) with no known side effects is aggressively promoted and very widely
used throughout North America and Europe. Some 16 years after its adoption,
the first hints of unexpected side effects begin to appear and several more years
are required before they are confirmed. All children born to mothers using this,
drug during the first three months of pregnancy (effective as it is for morning
_sickness) -are found to be sterile. The use of the drug for 20 years has affected the
larger proportion of an entire generation so that populations of countries effected
will drop sharply for several decades and require several additional decades to
recover if given the opportunity.

“The effects of thalidomide were relatlvely easy to discover and limit, but
how readily can we detect more subtle effects in time to prevent the possmlhty
of a history-changing catastrophe? In contrast to such a situation, the individual
tragedies attributed to past and present drugs would seem rather tolerable.” )

All the elements for vast future catastrophes are present: lots of new, highly
toxic drugs, sloppy and dishénest testing, and hard-sell, dishonest advertising
campaigns, to which the average doctor is highly susceptible.
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WHAT CAN BE DONE?

I think we can expect little stimulus for correcting the inadequacies of our
present system from organized medicine. Physicians’ organizations and. our
disease-oriented foundations have been sweethearts and financial dependents of
the drug industry too long to desue any effective change: drug testing must be
cleaned up. :

Tests are not gettmg any better. In 1960 McMahon and:Daniel, reportlng in the
Canadian Medical Association Journal, found only five per eent ‘of published
trials met even the crudest scientific standards The trials I reviewed in 1967
were not any better. The doctrine that other parts of medicine are science, but
that drug testing is a mystic art which can be performed by only uncontrolled
dabblings of so-called experienced clinicians is a sham. Further, it is ethically
unaceceptable to subject human beings to:dangerous drugs unless the experiments
are - scientifically excellent. The FDA has made some feeble beginnings, but
society must demand that only scientific experiments which produce meaningful
numerical results:be acceptable. Drug testing should be taken completely out of
the hands of the pharmaceutical industry. They have repeatedly been gmlty of
Airresponsible optimism: about drugs, and thelr use: of paid testlmomals is a
shallow substitute for good scientific trials. -

The distorted Madison Avenue approach used in the promotlon and advertising
of drugs must be completely eliminated. How can society; which ‘spends. only
$250 million on medical education, idly stand by and watch the drug industry
spend $900 million annually on the post-graduate miseducation of physicians?
The public eventually foots not only the bill for the advertising, but also the bill
for the new, dangerous, fancy substitutes for the old established remedies. The
annual $5 blllion drug bill could easily be reduced by $2 billion. Claims that ad-
vertising is necessary, and that promotional efforts serve a useful purpose are a
joke. The physicist would hardly think of announcmg the discovery of a new
particle by an aggressive advertising campaign. Why can’t physicians get in-
tformation on new drugs from scientific journals? This is exactly the manner in
which they learn about the latest observations on complications of pneumonia,
or electrocardmgraphm changes'in heat block.

New legislation is needed. The present laws requlre only that a drug be safe
and effective as labeled. A drug must meet no pressing need, and a more toxic
substitute for a standard drug can be marketed. The penaltles for violations of
the present laws should be increased. Convictions for serious fraud in adver-
tising may carry ‘only a maximum penalty of $1,000 under the present legislation.
The penalties are so trivial and prosecution so infrequent, that huge settlements
“in’personal liability suits resulting from drug injuries have a much greater in-
fluence on controlling the drug companies’ advertising than does federal legis-
lation: A lawsuit to'attempt to collect damage for a death is a very poor sub-
statute for preventlng the death. .

A STRO’\'GFR FDA

NIH should surely expand its work in chmc—al pharmat,"ology, maklng every
effort to upgrade it as a precise science. But' simply providing more support is
not. enough. The public must be assured that investigators' who réceive public
grants are loyal to the pubhe cau%, and are not- mvolved in any ﬁnanc-lal con-
flicts of interest.

The FDA likewise should be further strengthened. FDA officers receive a-
constant diet of abuse and rarely if ever congratulation for the vital public
service they perform. All of us have.a role to perform in refuting frequent un-
founded attacks on officials of this agency. At the sarme time, every scientist
should in any way possable prod the FDA to 1mprove 1ts selentlﬁc status and the
quality of its staff,

Scientists must urge the public not to accept excuses for drug catastrophies
or for excessive medical costs due to drugs. The scientist must partlcularlv guard
against the:jargon games used by the pharmaceutical industry in obscuring any
problem. Endless demands for proof positive, suggestions for long-term studies,
and frightening announcements that any action will destroy the entire phar-
maceutical industry are all part of this game. Dr. 1. D. J. Bross, in Sci¢nee, has
particularly warned against the fallacies:
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“The only way to close the credibility’ gap is for the spokesmen for science
to speak plainly, honestly, and bluntly—without minimizing mistakes, evading
responsibility, rewrltmg hlstory, or otherwise trying to cover up unpleasant facts.
Language games in technical jargons have lTong been a favorite academic sport,
but thlS is too dangerous a game to play when human lives and well-belng arerat
stake.”

Finally, the physicist or other scientist who is totally removed from the sphere
of medicine and drugs should not ignore this area. Obviously the medical pro-
fession itself has been remiss in. demanding the highest ethical and quality
standards. Nowhere is the American public more exposed to the fruits of 'good -
scientific research than when it benefits from drugs which are useful in com-
batting disease. L1keW1se, the public is never more conscious of bad scientific
research than when it is the victim of a therapeutic ca,bastmphe We must all
face the unpleasant fact that adverse reactions to drugs are major. pubhc prob-
lems. Surely all scientists should do everythmg possible in their public roles to
see that the quality of scientific research in drug testmg is upgraded, and that
the public interest is always first.

[From the New York Times, July 29, 1969] o
PRISON DRUG AND PLASMA PROJECTS LEAVE FATAL TRAIL
(By Walter Rugaber)

. WASHINGTON, July 28.— The Federal Government has watched w1th0ut inter-
ference while many people sickened and some died in an extended serles of drug
tests and blood plasma projects.

The profits generated by these activities have gone to an enterpr1s1ng contractor
for the nation’s biggest pharmaceutical manufacturers. ,

The immediate damage has been done in the penitentiary systems of three
states. Hundreds of inmates in voluntary programs have been stricken with ill-
ness and serious disease. An undetermined number of the victims have died.

1In (;L broader sense, countless millions of American consumers: have been' in-
volve

Potentially fatal new compounds have been tested on prisoners with llttle or
no direct medical observation of the results.

Prisoners failed to swallow pllls, failed to report semous reactwns to ‘those
they did swallow, and failed to receive careful laboratory tests, .

These studies have generated data that have in turn: been used to Justlfy the
sale of drugs at prescription counters across the country.

This forbidding trail has been marked out by an Oklahoma-born physwlan
named Austin R. Stough and corporations in which he owns a ‘substantialin-
!:ere.stt}.l Despite his importance in two vital fields, he is practically unregulated
1n eitner.

As a general practitioner who reports no formal training or education in
pharmacology, he is said to have conducted between 25 per cent and 50 per eent
of the initial drug tests in the United States.

The 59-year-old doctor, whose companies have been blamed for the repeated use
of dangerous methods and inadequate equipment, is estimated to have produced
the plasma for about a fourth of an important byproduct that is w1de1y used to
Dprotect people exposed to infectious diseases.

These prison-based enterprises have regularly incurred ‘local disfavor. Dr.
Stough was evicted from one prison by the Oklahoma authorities in 1964.- He was
forced out of an Arkansas prison by officials there-in 1967. One of his corpora-
tions is now under orders to close down prison operations in Alabama. .

But Dr. Stough (rhymes with How) is said to retain financial interests in
some private blood banks in Blrmmgham and Dallas, and he is known to be
seeking connections with prison systems in new areas.

He can do so freely. He has incurred no penalties, and dlssatlsfaetion with his
performance in one state has not prevented a repetition of it in another.

.The Federal Government and the pharmaceutical industry—the two forces
with enough broad power to compel safe practices from state to state—have mam-
tained a general indifference at every turn.

Several agencies within the Department of Health, Education and Welfare
have known the details of Dr. Stough’s plasma collections and drug tests for
years. They have not curtailed them.
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Some officials in Washington have attributed their inaction to gaps in the law
and in the regulations under which they work, and a shortage of specific Federal
standards is occasmnally apparent,

But critics in Congress and elsewhere have blamed bureaucratic inertia and
‘timidity for the failure to regulate drug and plasma operations, and a lapse in
enforcement is also occasionally apparent.

For example, the Food and Drug Administration employs only a single physi-
cian to conduct field 1nvest1gat10ns of all the studies underway in the United
States, and the Agency’s inquiries rarely go behind the dry scientific data.

METHODS CALLED DANGEROUS

The Division of Biologics Standards, a unit of the National Institutes of Health
that is responsible for the regulation of blood products, recently asserted that the
safety of plasma donors was not its concern,

Several major pharmaceutical manufacturers have recognized that some of
the methods employed by Dr. Stough were extremely dﬂ ngerous They continued
to support him with large sums of money. .

An executive of Cutter Laboratories once aclmowledz,ed for instance, that
gross contamination was apparent in the areas where the largest blood plasma
operations were conducted. The rooms were “sloppy,” he observed.

When a Government doctor asked why Cutter continued to reward such an
enterprise with hundreds of thousands of dollars’ worth of business, the execu-
tive explained that the Stough group enjoyed crucial ”contacts” with Well-placed
oﬂimals
‘ FEES AND PARTNEBS

The% contacts involved, among other thlngs, the payment of sizable retainers
to influential lawyer»legislators and the establishment of “partnerships” for a
number of prison physicians who remained on the public payrolls.

With neither Government nor industry intruding, with most of their .records
held in secret, with officials passing the problem on to someone else, Dr. Stough
prospered at hls work throughout the nineteen-sixties,

He has generally declined to talk with local newspapermen about the con-
troversies involving him. And he recently refused to grant an interview with a
reporter for The Times.

“We've taken the position of no comment,” Dr. %tough said during a recent
telephone conversation with a reporter who had asked to see him. “I don’t think
we're interested in airing anything in the newspaper.”

“We think some people have made a mistake,” he remarked, referring to the
medical observers, editorial writers ‘and state officials - who have assailed him.
‘But. he added, “I’m not looking for revenge on-anybody.”

‘Bfforts to photograph Dr. ‘Stough were unsuceessful, and-an extensive search
of: newspaper files and other sources turned up the pmctme& of the physicun

STARTED IN: OKLAHOMA

Dr. Stough graduated from. the University of Tennessee Medical College,
spent a one-year internship in Oklahoma City, and opened a private practice
in McAlester, site of the Oklahoma State Penitentiary, late in 1937.

He soon began to serve, on a part-time basis, as the prison physician. With
direct access to more than 2,000 inmates, his drug:tests began to grow extensively.
In'the meantime, he started a new endeavor.

On March 25, 1962, the inmates at McAlester hegan lining up to participate
in a medical procedure called plasma-pheresis.. Under it, a unit of whole ‘blood
is drawn and the plasma, a fluid that makes up about 53 per cent of the blood,
is taken out.

'The remaining cells are reinjected. That was the critical step on Sept. 19,
1962, when one of Dr. Stough’s technicians processed an’inmate named Tommy
Lee Knott, 47, an illiterate prisoner with a long eriminal record.

Knott’s blood type was O-positive, but he subsequently charged in a lawsuit
that after the plasma had been drawn off, the technician pumped another man’s
cells, which happened to A-negative back into his veins.

ORGANS DIAGNOSED

Unfortunately for Knott, his liver, lungs, brain, kidneys and other organs were
ininred. his nervous system underwent shock, and his weight dropped 58 pounds
in 17 days. \
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In suing Dr. Stough and two associates for $270,000 in damages, Knott also
reported that the incompatible blood had caused a double hernia, permanent
secondary anemia and a 10 per cent reduction in life expectancy.

The defendants managed to settle out of court for $2,000 after Knott, who
had been removed from the penitentiary for treatment, went off on a crlme
spree that landed him in a small town ja11

Only three months after this inauspicious episode, Dr, Stough embarked on an
ambitious expansion effort. The financial rewards inherent in his initial plasma-
pheresis program would now be greatly multiplied.

He. brought his plasma operation to Kllbv Prison, a drab institution near
Montgomery, Ala., in December, 1962, and in the following year he began drawing
blood in two more of the state’s prisons, Draper and Atmore. .

In October, 1963, he started a plasma program at the Cummins 14arm, a
sprawling unit of the Arkansas state penitentiary that was quietly going through
an era of general brutality and neglect.

PROTEINS EXTRACTED

Plasma itself can be-used in the treatment of shock, but it also contains a
number of proteins, incliding gamma globulin, that can be extracted and employed
to counteract a variety of medical difficulties.

The gamma globulin from most donors contains enough antibodies against such
diseases as measles and hepatitis to be effective when it is reinjected into a person
who has been exposed to those diseéases.

This is not the case, however, with diseases such as mumps, whooping cough
tetanus and smallpox. Groups of donors receive vaccinations to build up the antl-
bodies in the gamma globulin intended to treat these illnesses.

The result is know as hyperimmune gamma globulin, and much of the plasma
Dr. Stough extracted was used by manufacturers to prodtuce this serum. It can
be a hazardous process.

Dr. Stough demonstrated this immediately upon his arrival in. Arkansas.
Andrew Buddy Crawford, a 45-year-old inmate at the Cummins Farm, received
the first in a series of whooping cough shots on Nov. 23, 1960 i

DIED AFTER STH SHOT

More amounts of the vaccine were iniected weekly for a time, and on March T,
1964, after a two-month lapse, Crawford received his eighth shot. He became ill
about a week afterward.

Crawford died slowly and in very painful fashion, and three Little Rock physi-
cians, who reported the process with the lack of patients’ names often encoun-
tered in medical journals, said it was probably the result of the repeated vaccina-
tions.

It was left to The Pine Bluff (Ark.) Commercial to report, only last January,
that the man who died on June 13, 1964, was Andrew Buddy Crawford, and that
the program involved was directed by Austin R. Stough.

Ag a measure of his grip on the market at about this time, a Government source
calculated that Dr. Stough’s.plasma would produce 193,970 cubic centimeters of
hyperimmune gamma globulin solution monthly.

Since only about 800,000 cubic centimeters of this type of plasma product were
distributed each month’ throughout the United States, Dr. Stough’s output was the’
source of practically a fourth of the entire national supply

OTHER PRISONS EYED

“With demand exceeding supply,” a Government doctor wrote of the boom,
“inquiries were made in other states concerning the possibility of opening plasma-
pheresis centers in other . .. prisons.”

A certain style had developed In Oklahoma, Dr. Stough himself was the prison
physician. The salary of $13,200 a year was inconsequential by his standards, but
the standmg it gave him within the prison was invaluable.

So, in Alabama, he awarded Dr. Irl R. Long, the senior prison phys1c1an a
ﬁnanelal interest in the program. Until a few weeks ago, Dr. Long simultaneously
received a salary of $942 a month from the state.

A committee of the Alabama Medical Association remarked in a ‘report issued

earlier this year that “this unconscionable situation, regardless of reason, should.
never have been permitted to come into existence.”
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The prison physician in Arkansas, Dr. Gwyn Atnip, was paid $20,000 a year for
his work in the plasma program there. As a desperately needed doctor among the
inmates, he received $8 000 annually from the state.

GOT POLICIAL AID }

Dr. Stough also lined up political support outside the prisons, a tactic that
demonstrated its importance when members of the Oklahoma Legislature began rto
ask wether his penitentary operations were sanctioned by law.

One of Dr. Stoughs most vehement opponents was Gene Stipe, then a State
Senator. But early in 1963 Senator Stipe changed sides and successfully pushed a
bill that firmly established the physician’s standing in the prison.

Later it was discovered that at about the time this change of direction occurred
and the saving law was enacted, Mr. Stlpe, a lawyer, began to receive a $1,000-a-
month retainer from the concern headed by Dr. Stough.

A spokesman for the organization asserted that the money was for legal services

+only. Mr. Stipe agreed. Henry Bellmon, then Governor, expressed displeasure but
noted that the state had no applicable conflict-of-interest law.

The political nature of the matter was usually most apparent when Dr. Stough
moved to enter the pemtentxary system in a new state. His drive on ‘the major
prison at Reidsville, Ga., was'an example of the technique. .

CHECKDD WITH OENTER

Dr Joseph Arrendale, the institution’s medical director, one day telephoned Dr.
Ronald F. Johnson, then on ‘the staff of the National Commumcable Disease Oenl
ter in Atlanta.

Dr. Johnson had followed Dr. Stough’s plasmapheresis operations for some tlme.
and Dr. Arrendale wanted advice. In a memorandum of the conversatlon Dr.,
Johnson reported as follows : i

“It was clear that Dr. Arrendale did not favor [a plasma program]. However,
he felt that Dr. Stough might be ‘bringing political pressures to bear through the
state legislature’ which could clear the way for such a program.”

The Georgia campaign ultimately failed, and a similar move on the state
prison at Parchman, Miss., was also turned back. But by then Dr. Stough had
encountered serious dlﬂﬁcultles in higs existing programs.

The five prisons in which he was operating by the end of 1963 all were dras-
tically in need of operating funds, and all exhibited obvious signs of longstanding
general neglect.

NO RECORDS

The factors pertinent to Dr. Stough’s activities included a‘lack of medical
attention (it bordered on the nonexistent in Arkansas), an absence of records, and
an atmosphere of isolation and secrecy.

- Still, Dr. Stough’s trail remains vivid at each significant turn, and its progress
behind the high walls of Kilby Prison serves to illustrate the type of infection
that was spread through four other institutions.

By April, 1963, five months after Dr. Stough had opened his plasmapheresis
ecenter at Kilby, the incidence of viral hepatitis, an often fatal disease of the
liver, was climbing sharply.

From none or one or two.cases a month, the disease now rose to more than
20 in a single period. Moreover, the outbreaks held generally firm between 10
and 15 a ' month through the followmg November.

The rates then soared agam There were 29 cases in December, 22 in January,
1964, 23 in February, 27 in March, and 27 in April. A tenth of the prison popula-
tion had been admitted to the Kllby hogpital.

Joe Willie Tifton; 46, died on March 18. Emzie B. Hasty, 42, died on April 14.
Charlie C. Chandler Jr., 31 died on April 16. David McCloud, 27 died on May 22.
Hach death was attmbuted to infectious hepatitis.

Little bits and pieces then began to leak to the outside world. A penciled note .
from one inmate said, “They’re dropping like flies out here.”

But a prison spokesman said :

“The doctors are quite confident that there is no connection between the plasma
program and the cause of hepatitis and jaundice.” .

Dr. Stough’s partner, Dr. Long, spoke as the senior prison physician.

“That same program is being carried on at Draper and Atmore,” he declared,
“and there have been 1o cases reported there.”

This assurance was published in The Montgomery Adveftiser on May 24.
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INMATES AFFLICTED

Actually, the records show that by the end of May, at the time he spoke, 37
inmates had been hospitalized at Atmore and six sent to the infirmary at Draper,
all with the same symptoms. .

It was not then mandatory in Alabama to report hepatitis cases to the public
health authorities, and in that respect Dr. Long overlooked not only the cases at
Atmore and Draper but also those at Kilby.

Dr. Ira Myers, the state’s public health officer, told the National Communicable
Disease Center as late as June 5 that an epidemic “apparently” was under way
in the prisons. There was, he said, “no direct confirmation.”

The exact number of hepatitis cases in the five prisons was never established
and is never likely to be. Too many medical histories vanished, too many were
never completed, and too many were improperly kept by, “mmate doctors.”

Some 544 cases were firinly established, and that conservative figure is the one
most often used. But the communicable dlsease center records also contain esti-
maobgs of more than 800 and evidence that the. figure could run to more than
1,0

The number of deaths is similarly undetermmed In addition to at least the
four in Alabama, there were reports of at least one in Arkansas and at least
one in Oklahoma.

The dimensions of the disease were more clearly and precisely stated in sets
of percentages, or “attack rates,” that measured the incidence of hepatitis among
those who gave plasma and those who did not.

At Kilby, for example, 28 per cent of the men who participated in Dr. Stough’s
program came down with the disease. For those who did not take part, the rate
was only 1 per cent.

The rate for participants in one of the barracks at Kilby was 89.1 per cent.
At the four other centers, the illness struck between 20 per. cent and 26 per cent
of the donors and from 0.9 per cent to 1.8 per cent of the nondonors.

FIRST ALLIED TO JAUNDICE

The Federal investigators, reflecting scientific caution, initially referred to
the prison cases as “illnesses associated with jaundice.” A number of their records
employed this phrase.

Jaundice means a yellowish skin, and while it is a symptom of hepatitis, its
presence is not conclusive. After extensive testing and study, however, the Gov-
ernment doctors concluded :

“The illnesses seen in these prisons seemed to be indistinguishable with viral
hepatitis. It is not felt that any serious question of the nature of the 1llnefsses
need be entertained.”

Hepatitis is a threat in every blood and plasma program, but the careful use
of properly designed equipment can reduce the danger virtually to zero. Dr.
Stough managed a double play : technique and appanatus both were cited in the
epidemics.

The details are complicated, but the general picture drawn by the experts was
reflected by K. T. Kimball, an executive of Fenwal Laboratories who had observed
some of the plasma operations and who reported to Dr. Johnson of the Atlanta
center, according to a written memorandum, as follows :

“Mr. Kimball directed the conversation to the general level of care exercised by
Dr. Stough’s technicians., He felt that collection of large amounts:of plasma in
a rapid operation using equipment of simpler design that Dr. Stough approved
might easily lend itself to a high level of contamination of technicians’ hands and
surfaces of tables, equipment, and the actual bags and tubing used in the proce-
dure

¢ felt that contamination of these objects by the plasma of all donors could
have occurred, and that absence of strict medical supervision could easily have
led to short cuts in and inadequacies of sterile technique.”

SAYS HE WAS “APPALLED” -

This was equally apparent to Byron Emery, an official of Cutter Laboratories
who also visited some of Dr. Stough’s operations and who also talked with Dr.
Johnson. Another Federal memorandum reported: -

“Mr. Emery stated that when he visited Alabama in April, 1964, he was ‘ap-
palled at the situation’ he found. He said the plasmapheresis rooms were ‘sloppy’
and that gross contamination of the rooms with donors’ plasma was evident.
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“Mr. Emery stated that [Dr. Stough and an associate] . .. could not be trusted
to carefully supervise such a plasmapheresis program.

“I then asked Mr. Emery why Cutter did not choose to operate such plasma-
pheresis programs by themselves without using Dr. Stough’s group as an inter-
mediate company . :

“Mr. Emery replied that Dr. Stough had contacts at the prison and it was
through him the permission was obtained from the prison officials to operate the
program.” ) :

REMAINED BIG CUSTOMER

Cutter nevertheless remained one of Dr. Stough’s biggest customers.

Alabama shut down the plasmapheresis centers in the middle of the epidemics
and blocked Dr. Stough’s efforts to start them up again. Oklahoma had taken
over the plasma and drug-testing programs almost simultaneously just before
the Federal investigation.

In Arkansas, where he had never tested drugs, Dr. Stough was permitted to
continue his plasma operations for three years before a quasi-public foundation
successfully replaced him.

And although the Alabama authorities had stopped the traffic in plasma, they
permitted h1m to continue his drug tests without interruption. The ‘enterprise
was quickly stepped up.

A pharmaceutical manufacturer genérally develops a neW product in the labo-
ratory, tests it on animals, and then notifies the Food and Drug Administration
that a three-phase tryout on human beings is ready to begin.

Phase one is in many ways the most delicate step of the three because it is
designed to establish basic factors such as toxicity, safe-dosage rates, metabo-
lism, absorption, and elimination.

Becauqe of their critical nature, the ﬁrst—phase tests are usually carried out on
healthy subjects. The drug is tried on people who suffer from the target disease
only after the phase one hurdle is cleared.

Phase two involves limited administration of the drug to “carefully supervised
patients,” and phase three embraces “extensive clinical trials” that can include
studies by doctors in private practice.

COMPANY JUDGES DOCTOR

The Food and Drug Administration is responsible for * * * the advance from
phase to phase. The role of the individual manufacturer is substantial, however.

It is basically the company, for example, that judges a doctor’s qualifications
as a drug investigator, chooses h1m to do the job, directs the testing, assembles
the results and pays the fee.

Healthy prisoners who by definition exist in closely controlled circumstances
are perfect for phase one studies, and Dr. Stough remalned in heavy demand by
pharmaceutical concerns. '

The Food and Drug Admimstratxon, citing regulatlons of the Department of
Health, Education and Welfare, refuqed requests by The Times to e\amme its
recordq on Dr. Stough.

A spokesman for the agency said however, that since 1963 the physician has
carried out some 130 investigational studles for 37 drug companies. Other types of
tests and work by an associate involved 45 additional programs.

The F.D.A. declined to disclose the names of the drugs that Dr. Stough exam-
ined or the names of the companies for which he worked. Some of the information
has been obtained from other sources, however.

BIG COMPANIES '

The companies included the Wyeth Laboratories Division of American Home
Products Corporation ; the Lederle Laboratories Division of American Cyanamid . -
Company ; the Bristol-Myers Company ; the E. R. Squibb & Sons:Division of
Squibb Beech-Nut Inec.; the Merck, Sharp & Dohme Division of Merck & Co. and
the Upjohn Company. These concerns, according to the current directory pub-
lished by Fortune Magazme are among the 300 largest corporatlons in the United
States.

An investigation of Dr. Stough’s work: for these and other coneerns began
earlier this year after Harold E. Martin, editor and publisher of The Montgomery
Advertiser, wrote a series of highly critical stories about the drug studies.
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The State Board of Corrections asked the Alabama Medical Association to
name a committee of inquiry, and Dr. Tinsley R. Harrison of Birmingham, a
nationally known cardiologist, was selected as chairman.

Iven when the committee dealt with the welfare of the inmates its investigation
inevitably raised broader issues, for Dr. Stough’s “findings” became data and
the data helped to justify public sale.

The medical association investigators concluded not only that Dr. Stough’s work
had been “bluntly unacceptable” but also that as one result, “the validity of the
drug trials themselves must occasionally be seriously in doubt »

Because of the Food and Drug Administration’s refusal to permit an inspection
of its files, it is impossible to determine conclusively whether Dr. Stough ever
reported unfavorably on the drugs he was paid to test.

However, he has published a number of scientific articles on his ﬁndmg's, and
a review of those cited in the comprehensive Cumulated Index Medicus since 1960
discloses not a single critical appraisal.

It was learned from independent sources that one of the drugs Dr. Stough had
tested was Indocin, a best-selling product of Merck, Sharp & Dohme that is used
in the treatment of rheumatoid arthritis.

Dr. Stough’s findings on Indocin are unavailable, but it went on the market
after largely favorable data had been generated by company-paid investigators,
and the subsequent controversy points up the broad significance of testing.

Indocin was assailed * * * the Senate Subcommittee on Monopoly. Contrary
to findings of the initial data, witnesses said, careful tests had found the drug no
more effective than aspirin, and it produced serious effects as well.

A careful medical examination in advance of a drug test is regarded as essentlal
to insure that the prisoners involved do not show signs of subtle disabilities that
would make the study invalid.

A member of Dr. Harrison’s committee recalled during an interview that one
day he and another investigator turned up at Kllfby Prison to discover that 80
inmates had been examined for a new program in just four hours.

Since that meant an examination every three minutes, the investigators asked to
see the records. None were found on the premises—not for a single prisoner. The
records that existed were said to be at. Dr. Stough’s headquarters.

The committee noted in its report that prisoners about to embark on a new test
had “received a rapid explanation of the purpose’” that left ‘“considerable varia-
tion in the understanding of what had been said.”

NO DOCTOR PRESENT

The committee continued:

“All this had seemingly been done by technicians with no physician being
present as far as could be determined. Two of the four prisoners who were inter-
viewed indicated that they had never been examined by a physician while they
were in the prison although they had been on several drug trials.”

The fundamental purpose of a drug test is to spot any adverse effect and report
it. There were breakdowns in Dr. Stough’s operation, and Dr. Harrison’s com-
mittee cited a number of examples.

First, it encountered a Mr. Howell, “a man. with very little previous medical
training whose experience before entering his present position had been that of
a venereal disease inspector.”

“It was stated with pride by this individual who functions as hospwal direc-
tor, that he himself was able to deal with nine out of every 10 patients who came
to him so that the doctor was not bother

A number of qualified medical sources said that without a physician regularly
on hand to look over the inmates who took drugs, it would have been “totally
impossible” to gauge reactions. .

PRISONER FEES VARIED

Dr. Harrison’s committee took up the question of fees paid by Dr. Stough
to inmates who participated in drug tests. These varied widely, but a man could
usually make at least $1 a day for taking a series of pills.

This was big money for people who otherwise received only 50 cents every three
weeks for incidental spending, and it created what one investigator called “a
built-in negative feedback.”

81-280 0—69—pt. 14——19
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Prisoners often covered up severe reactions in order to keep on with the tests,
and several told The Montgomery Advertiser that they shammed taking pills
and later spit them out. The medical group said of one inmate: )

“He had hung on to the end [of a test] although he had been feeling very ill
and had not complained of this illness because it would have meant his losing
the pay which he was hoping to receive for his participation.”

One conscientious experimenter who has gone deeply ‘into the question of fees
believes that a prospective subject should be offered no more than two or three
times the amount he would receive without taking part.

- NUREMBERG CODE CITED

The medical investigators underlined the importance of the fees and inadequate
explanations of the tests by attaching to their report the Nuremberg Code,
developed after the concentration camp excesses of Nazi doctors.

The code calls for “free power of choice” and holds that a subject “should have
sufficient knowledge and comprehension of the elements of the subject matter
involved as to enable him to make an understanding and enlightened decision.”

The Alabama committee also ingpected Dr. Stough’s laboratory. Its role in
analysis samples taken from the inmates was especially important since the
direct medical observation was rated low.

In one instance the group found an error of about 40 per cent in the control
agent against which laboratory samples from about 20 prisoners were being
measured. The investigators said :

“This was pointed out to the laboratory director and he excused it [on grounds
that the committee rejected]. His attitude to us was unacceptable and reflected
poor technique.” ‘ ) e

The operation “probably compares favorably with many small hospital labora-
tories in Alabama,” the group concluded. But it “lacks the better qualified
personnel -and more careful quality control seen in better run laboratories.”

The committee reported that on top of the other problems, both Dr. Stough
and Dr. Long had “limited training in -basic pharmacology.” The available bio-
graphical information shows they had no formal education in the field at all.

“You might say they have had a lot of on-the-job training and background,”
one clinical pharmacologist said. “But this is a weak argument. Nowadays, with
the sophistication of modern drugs, you need more than this.”

Last May, after the State Board of Corrections had a look at the committee’s
report, Dr. Stough received another eviction notice and started to close down
the drug studies in Alabama. )

Thus, Dr. Stough suffered another setback. As before, a state saved its prisons,
from any further trouble. But as usual, the Federal authorities and the pharma-
ceutical companies remained silent. .

'ONLY ONE PHYSICIAN

The single physician employed by the Food and Drug Administration to investi-
gate drugs tests throughout the United States has visited Dr. Stough’s operations
twice, an agency spokesman said.

Some citizens tend to think of the agency as an eternally vigilant organization,
and in his dealings with local officials and newspapermen Dr. Stough has turned
this misapprehension to advantage. R

“They [F.D.A. officials] love to close people down,” he said in the brief tele-
phone conversation in which he refused to grant an interview. “So. if I was off-
color, they’d be on me like a hawk.”-

“That’s one of the reasons the [Alabama Corrections] Board wasn’t con-
cerned,” explained Frank Lee, the state’s commissioner. “We knew they [F.D.A.
officials] came in here and looked into the operation.” :

Dr. Herbert L. Ley, Jr., the F.D.A. Commissioner, branded Dr. Stough’s asser-
tion “a non sequitur.” ) . k

Thé Food and Drug Administration’s lone medical inspector is alert to “fla-
grant” dishonesty, and there have been men who tested drugs on nonexistent
people and who produced imaginary results. : L

But an inspection is limited mostly to checking data that have been submitted
to the sponsoring drug company to insure that it agrees with data sent to the
agency. There is little or no effort to look behind the figures. )
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“Qur responsibility is not the direct supervision of the [drug] investigators,”
Dr. Ley said in an interview. “Our responsibility is to evaluate the data that come
in to us. We can’t be omnipotent or omniscient.”

‘While the agency has never found occasion to reprimand Dr. Stough, its inspec-
tor, Dr. Alan B. Lisook, did make some “suggestions” earlier this year about ‘“the

lack of medical supervision of patients.”
NOT ENOUGH SUPERVISION

“We told him we thought there should be more supervision,” Dr. Lisook said,
“and he admitted there was not as much as he would like because of the volume of
drugs being tested.”

This was virtually an acknowledgement by Dr. Stough that more tests had been
undertaken than could be adequately overseen, but the F.D.A. did not require
change.

The agency “frowns” on insufficient supervision, Dr. Ley said, but under present
policies there are no specific minimum standards. In the gray area that results,
frowning is about the limit. . ) ;

Since between 25 per cent and 50 per. cent of the phase one studies have been
concentrated in Dr. Stough’s hands, Dr. Ley was asked whether volume alone—
quality aside—concerned his agecny. } )

“It's a red flag, there’s no question about that,” he replied. But the commis-
sioner explained that neither law nor regulation permitted the agency to force a
cut back in the number of studies assigned to a single man. )

There is no step short of outright disqualification for obvious misconduet, Dr.
Ley said. That is an action the F.D.A. has taken no more than a dozen times in its
history.

SHORTAGE CHARGED

The drug companies contend there is a shortage of investigators; and Dr. Ley
said that while he believed there were enough to study the “really new drugs,” he
wanted to avoid charges that the agency blocked progress. ) :

“It’s harder to get a driver’s license in the United States than it is to get fatal
drugs,” complained Dr. William M. O’Brien, an associate professor of preventive
and internal medicine at the University of Virginia. He added :

“To get a driver’s license you have to take tests, show you know how to drive,
and so on. For drugs, you just walk in the door and say, I'm an M.D. I want
to test drugs.’ It’s fantastic. It’s unbelievable.” .

It is difficult to measure the precise sums of money that the pharmaceutical
industry has poured into Dr. Stough’s operations, but a number of reliable clues
are available. ‘ )

Operating within at least nine separate corporations, the major one of which
is Southern Food and Drug Research, Inc., Dr. Stough has a gross income in a
good year probably approaching $1 million.

. SMALL OVERHEAD

He has not carried a high overhead. His net income in Alabama in 1967 was
nearly $300,000 (on a $500,000 gross), and his profit before taxes in Arkansas in
1966 was about $150,000.

The Alabama Medical Association’s committee treated the drug manufacturers
with circumspection in its report, suggesting that the companies could hardly
police the state’s prisons. i :

But it pointed out that the makers, as well as the Food and Drug Administra-
‘tion, had engaged in monitoring of the drug tests that might have been “too super-
ficial and too remote to provide maximum safety.” .

The committee also found that in sponsoring Dr. Stough’s tests the diug con-
cerns had given “tacit approval” to his research. In this, it reported, the com-
panies had “demonstrated some lack of discretion.” ‘ i

“Our companies are usually pretty careful about who they have doing phase
one work,” said Dr. C. Joseph Stetler, president of the Pharmaceutical Manu-
facturers Association. “They aren’t interested in guys who aren’t doing a first-
class job.,” )

Mr. Stetler said that some concerns might make more rigorous over-all studies
of potential investigations than others and that in some instances the day-to-day
supervision “gets to be seemingly routine.”
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DOUBTS NEED FOR BARS

Heavy demand for phase one work may also be a factor in quality, Dr. Stetler
added. But he said he was not sure the Government should restrict an investiga-
tor's work for high volume if the “end product” was satisfactory.

Each of the pharmaceutical companies that could be identified as having re-
tained Dr. Stough was asked to comment on _his drug testing, and each defended
the validity of the data he submitted.

For example, Merck, Sharp & Dobme said in a prepared statement that Dr.
Stough’s ‘“facilities, staff, volunteer group, and prior experience were particularly
suited” for the studies it required.

The physician has conducted 14 projects for the concern since January, 1968,
and, the company’s statement concluded, “in our opinion the studies were properly
conducted and the data provided have been sound.” }

Merck, Sharp & Dohme asserted that practically all of the studies carried out
by Dr. Stough had been “extensively studied and clinically used” by others and
that some of the drugs had already been approved for marketing.

LACK OF CRITICISM

A spokeman for Lederle Laboratories pointed out that Dr. Stough’s testing
operations at the Oklahoma State Pemtentlary had not been criticized publicly
by qualified medical observers.

Wyeth Laboratories said it had retained Dr. Stough for only a single study
The company said he was hired in 1964 to test an experimental drug that was
never placed on the market and has not been used since.

One company official, who asked not to be identified, remarked: ‘“How he
[Dr. Stough] operated, how he had his machinery set up—they didn’t-even know
at the prisons.”

To ship blood products in 1nterstate commerce requires a 11cense from the Di-
vision of Biologics Standards, and when a manufacturer obtains one he must
face and continue to face regular inspections.

DOCTOR NOT LICENSED

Dr. Stough does not have and never has had a license from the division.
Under the so-called “short supply provision” of the agency’s regulations, a
licensed company can pick up the scarce plasma at Dr. Stough’s door and ship
it to its laboratories without violation.

Serious things can happen if the slightest thing goes wrong once the plasma
reaches the hands of a licensed company. Nothing can happen, so far as the
standards division is concerned, if everything goes wrong before that time.

Dr. Stough incurred no Federal disfavor for the hepatitis epidemic in three
states because the disease apparently was routinely killed out in the manufac-
turing process that turned his plasma into gamma globulin.

“The conclusion that we came to was that the quality of the product was not
affected,” recalled Dr. Roderick Murray, the division’s director, “and therefore
we had no backing to tell them (the companies) not to use plasma that came
from Stough.”

INVITATION REJECTED

This is felt so keenly at the division that Dr. John Ashworth, then an agency
official, refused an invitation from Dr. Johnson just to go and look at a plasma-
pheresis operation.

“He said that his appearance at the plasmapheresis center would not be con-
sistent with the policy of D.B.S.,” Dr. Johnson wrote, because the policy did not
include ‘“direct supervision or policing of the actual procedures.”

“Any time that we’ve attempted to write into the regulations elements that are
designed to protect the donor,” Dr. Murray said, “this has been disallowed be-
cause there’s no statutory authority.”

What about the communicable disease center, which traced the hepatitis epi-
demic directly to Dr. Stough’s programs? That agency, a spokesman said, is only
a consultant to the states. Enforcement is up to the state authorities.

The question thus is put to the Alabama public health officer, Dr. Myers. He
answers that the State Health Department has “no specific jurisdiction in the
prisons.”
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ArpEnDIx VI
U.S. SENATE,
SELEOT COMMITTEE ON SMALL BUSINESS,
Washington, D.C., July 7, 1969
Hon. GAYLORD NELSON,
U.S. Senate,
Washington, D.C.

DEAR GAYLORD : I am writing as the ranking Minority Member of the Monopoly
Subcommittee and at the request of the other Minority Members. I understand
that the staff of the Monopoly Subcommittee has submitted a list of questions
to Dr. A. Dale Console regarding his testimony submitted to your Subcommittee
on Thursday, March 13, 1969. These questions and their answers, I understand,

- are to be included in the record.

Because Dr. Console was unable to attend the hearing due to illness, the Sub-
committee Members and their staffs did not have an opportunity to question him
in person. The Minority Senators would like to request at this time the oppor-
tunity to submit certain questions to be included, with Dr. Console’s answers to
them, in the hearing record, along with those of the Majority staff.

I have reviewed Dr. Console’s March statement, together with his prior testi-
mony before the Kefauver Committee in 1960 and his answers to the questions
submitted by the Subcommittee staff and feel that the following questions would
be appropriate.

1. In your opening statement before the Kefauver hearings, Wednesday,
April 13, 1960, you stated: “Since I destroyed the records in my private file
when I resigned from the industry, I can offer nothing which can construed as
proof. I can offer a distillate of my experience and the opinions I have formed as
a result of the experience.” (Hearings Before the Subcommittee on Antitrust and
Monopoly of the Committee on the J udlciary, U.S. Senate, Bighty-Sixth Congress.
Second Session, p. 10368.) In your opening statement submitted to the Subcom-
mittee on Monopoly of the Senate Select Committee on Small Business, March 13,
1969, you wrote that “for almost ten years I have devoted 909, of my time to
the private practice of psychiatry and my contact with the so-called ‘white towers
of medicine’ has been minimal.” You continued, “the primary justification for
my appearance here derives from a degree of expertise I gained during six and
one-half years I spent as Associate Medical Director and Medical Director of
B. R. Squibb & Sons.” Could you outline what contact you have had with the
drug industry since the time you left Squibb twelve years ago that has enabled
you to keep your information and conclusions current and updated, especially
in light of the statements just quoted.

2. On page 8 of your question and answer pages you were asked a question on
the “role of testimonials in the advertising and promotion of drugs with respect
to efficacy and safety” by the Subcommittee staff. In answering this question you
referred to examples from your experiences which occurred while you were at
Squibb. You also requested part of your testimony before the Kefauver hearings
in 1960 be included in the record as part of your answer. Would you have any
more recent information that would be relevant to this question.

3.  While at Squibb did you have a great deal of contact with Medical Directors
from other companies? Further, since the time you left Squibb twelve years ago
have you had any subsequent contact with Medical Directors of either Squibb or
any other company. If so, how extensive has this been?

4, In response to a question by the Subcommittee staff on overseas promotion,
advertising and marketing of drugs, you referred almost exclusively to expe-
riences you had while you were at Squibb. Over the past twelve years with the
exception of the Marsalid example you found in Mexico “about four years ago,”
have you had any contact with the drug industry so as to be aware of the policies
it is currently pursuing in overseas sales? And, if so, how extensive has this
been?

5. In answering a question by the Subcommittee staff referrmg to estimates
by Dr. Frederick Wolff and Dr. George Baehr of New York on drug expenditures
you stated: “I know of no way to make an accurate estimate of the percentage
of drugs that patients pay for unnecessarily.” You then went on to estimate that
509% of prescription drugs are worthless. Could you give us some idea of the basis
which supports your belief that 509, of prescription drugs are worthless.

6. Throughout your testimony and the answers you submitted to the Sub-
committee staff, you have made numerous references to your experiences at
Squibb. In reading through the testimony, however, one frequently has the
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impression that you are speaking of the drug industry as a whole. Could you
clarify for us whether you intended to discuss the entire mdustry, or whether
you intended your testimony to refer to Squibb.

I would appreciate your submitting the above questions to Dr. Console and
msergng his answers, together with these questions, at the proper place m the
recor

‘With best wishes,

Sincerely,
JacoB K. Javits.

U.S. SENATE,
SELECT COMMITTEE ON SMALL BUSINESS,
Washington, D.C., July 17, 1969.
Hon. Jacos K, Javirs,
U.8. Senate,
Washington, D.C.

DEAR SENATOR JAVITS : In accordance with your request, I am submlttmg your
questions to Dr. Console.

Since Dr. Console’s original statement and his answers to my questions have
already been printed in Part 11, of our hearings, I have asked the Committee
staff to include your questions and Dr. Console’s answers—when received—at
the appropriate place in the printed record of the hearings.

The questions sent to Dr. Console were submitted by me as Chairman of the
Subcommittee in accordance with my opening statement of March 13, at which
time I said: “The questions I had planned to ask will be sent to Dr. 00nsole, and
his answers will be placed in the record immediately following his statement.”
(P. 4477, Vol. IT of our hearings.) .

Naturally, as is always the Subcommittee’s policy, had any other member or
members indicated an interest in submitting questions, I would have been more
than happy to accommodate them and this material would have been placed in the
record with Dr. Console’s statement, which, incidentally, was available to all the
Subcommittee members in advance of his scheduled appearance. -

Sincerely,
: : GAYLORD NELSON,
Chairman, Monopoly Subcommitiee.

U.S. SENATE,
SELECT COMMITTEE ON SMALL BUSINESS,
Washington, D C., July 17, 1969.
Dr. DALE CONSOLE,
Princeton, N.J. :
Dear DRr. ConsorLE: I am attaching a- letter which T recewed from.- Senator
Javits, in which he asked that certain questions be submitted to you for your

consideration.
‘Senator Javits’ questions and your answers will be inserted in the prmted

record of our hearings at an appropriate place.

Sincerely, )
GAYLORD NELSON, Chairman,
Monopoly Subcommitiee.
A. DALE CoNSOLE, M.D.,
Princeton, N.J., July 20, 1969.
Hon GAYLORD NELSON, ' S : , :
U.8. Senate, FE :

Washington, D.C.

DeAr SENATOR NELSON: I enclose my answers to Senator Javits’ question. I
agree that the Minority Senators have an equal right to submit questions and
that the answers to those questions should be made a part of the record.

Sincerely
’ A. DAL CoNsoLE, M.D.

The major thrust of most of Senator Javits’ questions appears to be based on
the assumption that the practises I observed 12 years ago are no longer pertinent
and that the industry has changed. This is a valid point and I believe it deserves
serious consideration. In my opinion, however, the conclusion that the drug
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industry has changed must be based on the assumption that the basic nature of
man has changed in 12 years. I know of no evidence that supports such an assump-
tion. . . .

When I went into the drug industry a door opened and exposed drug industry
practices that are unknown to any one who is not in, or has not been in the
industry. Similarly, when I left the industry, that door closed and I have had only
one reliable guide that permits me to draw conclusions about changes in the drug
industry. That guide is the advertising and promotion practices that always
have been and still are exposed to public view. The manner in which a drug firm
advertises and promotes its products is a reliable index of the firm’s philosophy.
Since I have seen no change in these practises since I left the industry I find
little reason to conclude that other practises have changed.

Yet it is possible that improvements have occurred and that I have been
unaware of that improvement. It is equally possible that the situation has
deteriorated and I have no knowledge of that either. The practises I have de-
scribed and criticized arise out of a basic conflict between the profit incentive
that motivates any big business and the ethical considerations of medical prac-
ticel.1 The practises derive from human frailty which always has been, and still is
with us.

Quoting from the individual views of Senator Wiley in the Kefauver Subcom-
mittee report to the parent Judiciary Committee he said, “Still there is often a
tendency, both on the part of individuals and of business, to become preoccupied
with their own point of view and their own narrow outlook in a manner which
is contrary to the best public interest”. I find no reason to believe that this funda-
‘mental observation on the nature of man and of business has changed in the past
12 years. Poor research, poor designs in clinical studies, the use of testimonials,
and shabby methods of advertising and promoting drugs derive from this funda-
mental conflict and from the nature of man. The few improvements that have
occurred are those that were forced by the 1962 legislation. The drug industry
opposed those changes and still uses every trick in the book to evade the law.

Answering Senator Javits’ question specifically :

1. Since I left the industry 12 years ago I have had no direct contact with the
industry. My only reliable guide has been a continuing study of advertising and
promotion practices. Drug industry practices are similar to an iceberg. Only a
small portion of the practices are exposed. Until the portion that is exposed shows
significant changes there is no good reason to conclude that the unexposed portion
has changed. There has been no significant change for the better in the adver-
tising and promotion practices over the past 20 years. If there has been any
change it has been for the worse.

2. Even superficial perusal of advertising and promotion will demonstrate that
the testimonial still plays the same significant role it played during the time I
was in the industry. Examples can be found in the record of these hearings.
Probably 909 or more. of the letters the FDA has received relative to the pro-
posed ban on fixed antibiotic combinations have been testimonials and I have yet
to see evidence of any attempt to supply data which would satisfy the definition
of efficacy contained in the Kefauver-Harris Amendments. Testimonials were used
when I was in the industry. They were used in 1963 in the proposed ban on anti-
biotic-cold preparations that I described in my testimony. They were used in
1968 and are still being used in 1969.

3. The last experience I had with the contradictory practices used in the do-
mestic versus the overseas markets was the Marsalid episode I described. I be-
lieve that we must strain reasoning more to conclude that those practices have
changed than to conclude that they have not changed. I am quite certain that
chloramphenicol is still marketed in other countries without adequate warnings.
If I am wrong about this I would appreciate it if evidence that I am wrong is
brought to my. attention.

4, During the time I was in the industry I had close contact with physicians
employed by other drug companies. Since I left I have maintained some contact
with some of these physicians who became friends. Nevertheless I would not want .
to leave the impression that this contact has been significant or that it has fur-
nished me with a pipe-line into the inner workings of the industry; it has not.

5. My 50% figure was an estimate and I called it such. I also said, “I know
pf no accurate way to arrive .at such an estimate.” My response was a reasonably
1n.£ormed guess and was made relative to higher percentages estimated by other
witnesses. ¥ . g .
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After all I am still a practicing physician and I maintain contact with other
physicians as well as with patients who have been treated by other physicians or
are being treated for non-psychiatric problems. I am impressed by the fact that
the American Psychiatric Association is considering a closer look at its own ad-
vertising pages because drugs are being advertised and promoted for use in any
and all human problems which are essentially normal stresses of every day
living and in which no drug therapy is required or indicated. This is a recent
decision which appeared not 12 years ago, but in the last issue of the Psychiatric
News. .

Since drug advertising that does not sell drugs does not survive it follows that
the advertising that does survive is effective. A study of advertising that has
survived is amply evidence that many drugs are being abused. In addition it has
been estimated that 409 of all drugs are fixed combinations. With very few ex-
ceptions these are deplored by the majority of experts because they are considered
irrational. To this estimate of about 40% we need only add 109 misuse of single
drug entities. While my estimate is a guess it is also my guess that it errs on the
low side of the true incidence of irrational prescribing. I still believe that the
“chances that a patient will get the right drug in the right amount at the right
time is in the order of 509,”. ’

6. It has never been my intention to single out and to criticize Squibb. The
practices I have described are drug industry practices and apply across the
board. As I have pointed out on several occasions, I was aware of practices used
by other companies that Squibb would not stoop to. While I was one of the
executives who played poker with Dr. Henry Welch, I know of no evidence that
Squibb supported his very profitable business in selling reprints or that Squibb
lEried to introduce a sales slogan into a supposedly objective symposium on anti-

iotics.

[The conclusions I have drawn are based on an inside knowledge of the practices
that were used, on a knowledge of why they existed and still exist, and on the
information derived from a continuing study of advertising and promotion
practices. So long as the profit motive is considered a legitimate part of medical
and para-medical practices and drugs are advertised and promoted by “Madison
Abve. tricks” that sell soap, cigarettes and toothpaste we will continue to have
abuse,

Finally let me point out that my criticism of advertising and promotion prac-
tices included exhibits of advertisements printed in March 1969.

ArpeEnpix VII -
U.S. SENATE,

SELECT COMMITTEE ON SMALL BUSINESS,
Washington, D.C., September 2, 1969.
Mr. EpwARD D. MARTIN, .
National President,
Student American Medical Association,
Flossmoor, Ill. :

DeAr MR. MARTIN: I am attaching a letter which I received from Senator
Javits, in which he asked that certain questions be submitted to you for your
consideration.

Senator Javits’ questions and your answers will be inserted in the printed
record of our hearings at an appropriate place.

Sincerely,
GAYLORD NELSON,
Chairman, Monopoly Subcommittee.

U.S. SENATE,
SELECT COMMITTEE ON SMALL BUSINESS,
Washington, D.C., June 24, 1969.
Hon. GAYLORD NELSON, '
U.8. Senate, )
Washington, D.C.

DEAR GAYLORD : At the conclusion of the hearings on the promotional activities
of drug manufacturers which were held before your Monopoly Subcommittee on
June 19, 1969, you granted the Minority Counsel’s request to submit written
questions to the witnesses, specifically to Messrs Henry Brodkin, Charles Payton,
Edward Martin and Richard Pohl.
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I have reviewed the matter and feel that the following questions would be
appropriate : :

1. In your opinion have the drug manufacturers, in engaging in the type of
promotional activities described in your testimony engaged in conduct which s
actionable criminally or civilly, or which wviolates any existing government
regulations., .

2. Should drug manufacturers have the right to engage in promotional activity,
except to the extent restricted by existing law?

3. If you believe that a drug manufacturer’'s right to engage in promotional
activity should be restricted beyond the limitations presently imposed by ewisting
law and regulations, please state the manner in which such activities should be
limited and the objectives sought to be achieved by such limitations.

4. Who shiould have the responsibility for determining the precise nature and
extent of such limitations and for their enforcement?

5. Would such further limitations on the right of a drug manufacturer to
engage in promotional activity result in a significant reduction in health care
costs, and if so, how much of a reduction? .

I would appreciate your submitting the above questions to each of the wit-
nesses who testified on June 19, and inserting their answers, together with these
questions at the proper place in the record..

‘With best wishes,

Sincerely, !
JacoB K. JAvIiTs.

STUDENT AMERICAN MEDICAL ASSOCIATION,
PUBLISHERS OF THE NEW PHYSICIAN,
Flossmoor, I1l., September 23, 1969.
Senator GAYLORD NELSON, )
Chairman, Monopoly Subcommittee,
U.8. Senate,
Washington, D.C.

DEAR SENATOR NELSON : This letter is in response to your letter of September
3, 1969, in which you requested answers for questions submitted to us by Senator

avits.

The following are our responges to the questions enclosed in your letter.

1. In your opinion have the drug manufacturers, in engaging in the type of
promotional activities described in your testimony engaged im conduct which is
actionable criminally or civilly, or which violates any ewxisting government
regulations.

We are in no position to judge whether drug manufacturers have engaged in
activities which violate existing government regulations or conduct which is
actionable criminally or civilly. It was our feeling, however, that we must take
a close look at the professional standards which the profession sets in accepting
promotional material or advertising. It is the government and the courts that
should give opinions as to the legal congiderations and how they are adhered to,
not medical students.

2. Should drug manufacturers have the right to engage in promotional activity,
ewcept to the ewtent restricted by ewisting law? i

The drug manufacturers should have the same rights and responsibilities to
engage in promotional activity as does any industry related to the health of the
people in the free enterprise system. If these privileges are adjudged to have
been violated, as in the case of misleading advertising, price-fixing, etc., one
would assume that extensions of the existing laws would be made by Congress,
as with any other industry or business.

3. If you believe that a drug mamufacturer’'s right to engage in promotional
activity should be restricted beyond the limitations presently imposed by existing
law and regulations, please state the manner in which such activities should be .
limited and the objectives sought to be achieved by such limitations.

OQur testimony clearly defined areas such as increased support for FDA investi-
gative and regulatory work, the development of a drug compendium, etc. The ques-
tion whether extensive promotional activity is detrimental to the American
people should be answered by Congress in the form of legislation. It is our feel-
ing that while we perceive inconsistencies in the present promotional efforts with
the best interests of educating the profession, we, as medical students, are not
able to propose limitations on the scope of promotional activity. We can say that
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all advertising should be factual, not misleading, and should not confuse or seek
to influence the physician about the actual efficacy or indications of a drug in a
way not consistent with objective research and clinical trials. Means to objectively
evaluate these criteria are needed by the FDA and regulatory powers should be
given to them so as to control misleading promotional activity.

4. Who should have the responsibility for determining the precise nature and
extent of such limitations and for their enforcement

The Food and Drug Administration as directed by Congress. Professional or-
ganizations, the drug industry, pharmacologists, etc., should have their profes-
sional advice available on specific cases for the FDA, who should be responsible
for evaluation and enforcement. One great weakness in the present system is
that the FDA does not have the facilities and personnel available for evaluation,
and must depend upon the drug industry This should be changed by legislation
and increased appropriations.

5. Would such further limitations on the right of a drug manufacturer to
engage in promotional activity result in @ sigwicant reduction in health care
cosis, and if 80, how much of a reduction?

This is a difficult question to answer. It is now clear that a great deal of
money goes for promotion and advertising, and limitations theoretically could
reduce this and divert savings to the consumer through decreased costs. How-
ever, the greater questions of quality control, generic equivalency, competition
to develop superior pharmaceuticals, the differences in price after retail mark-up,
‘and the educational value of detail men to physicians make this a question that
1, in good faith, cannot answer with a simplistic statement. The development of
an objective drug compendium, available to all physicians, with wholesale prices
included will do a great deal more to save the consumer money than arbitary
limitations on the amount of advertising dollars a company can spend.

I hope this is a satisfactory response to your question. Thank you again for
the opportunity for us to let our feelings on this very important issue be known.
‘With best regards, I am, ) .

Very sincerely yours, )
i HEpwARp D. MARTIN,
National President.
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Arprenpix VIII

REPORT ON A STUDY OF ADVERTISING AND THE AMERICAN
PHYSICIAN. _

PART I. THE ADVERTISERS’” VIEWPOINT
. AN OPINION SURVEY MADE FOR THE AMERICAN MEDICAL ASSOCIATION

By BEN GAFFIN & ASSOCIATES, BOARD OF TRADE BUILDING, CHICAGO 4, ILLINOIS,
; MaARcH 6, 1953

. FOREWORD

This report covers ‘“The Advertisers’ Viewpoint”, the first part of the Study
of Advertising and the Amerioan Physician, made by Ben Gaffin and Associates
for the American Medical Association. The second part, “The Physicians’ View-
point”, will be submitted in April, 1953. - ) ) i

In our proposal to Mr. Thomas Gardiner dated September 3, 1952, we defined
the objectives of the study: “To uncover fundamental thinking of advertisers
and physicians regarding basic advertising problems in general, and the peculiar
problems of medical advertising in particular. This information will enable
the American Medical Association, through its publication advertising, to better
serve its readers and advertisers and by so doing, to increase its advertising
revenue”. . ) )

This first report on “The Advertisers’ Viewpoint” is based upon extensive
informal personal interviews with 92 executives of 78 representative companies.
These companies, all interested in medical advertising, range ‘from ethical drug
manufacturers, medical equipment manufacturers, and their ‘advertising
agencies, to large consumer product manufacturers with only slight interest in
medical fields, and large consumer-account advertising agencies. The firms rep-
resented are located in New York and Chicago, and the areas in between. A
list of the companies and the individuals interviewed is contained in the ap-
pendix.. These interviews were conducted between October 20th and December
12th, 1952.

We would like to include in this foreword what is probably an unnecessary
word of caution. In reading over this report one will find a number of unflat-
tering comments regarding the AMA, the Councils and the AMA space-selling
methods. In context, these critical comments were aimed at AMA policies and
practices as interpreted or misinterpreted by the advertisers, and not at any
individuals in the AMA administration.

A number of the advertisers, as a matter of fact, stated specifically that the
present AMA administrative, editorial, and advertising department personnel
were the most cooperative and the most efficient that they had ever dealt with
at the AMA. Almost universally, too, the fact that they were being invited to
express their opinions and make suggestions in the survey was taken by the
advertisers as an indication of the progréssiveness and desire for improvement
of advertiser relations of the current AMA personnel.

This report is divided into three parts: recommendations based on what the
advertisers told us, the advertisers’ attitudes toward their own problems, and
the advertisers’ views of how the AMA can sell more space in its publications.

CONTENTS
Foreword.
Recommendations.
Findings.,
Part 1. Problems Facing the Medical Manufacturer :
) 1. Purpose of Advertising.
2. Budgeting.
3. Selection of Advertising Channels.
4. Deciding For or Against Council Acceptance.
5. Selection of Specific Journal Media.
Part II. Advertisers’ Views on How the AMA Can Sell More Space.
1. The AMA Should Change Its Attitude Toward dvertisers.
2’ The AMA Should Improve the Councils and Sell the Value of the Seals.
3. The AMA Should Sell the Journal as a Medium.
4. The AMA Should Increase the Value of the Journal for Its Readers.
55&) Suggestions for technical or production changes.
b) Editorial changes.
(c¢), Changes in advertising policy.
Appendix : Companies and Individuals Interviewed.
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RECOMMENDATIONS

The AMA has two strong motives for improving its relations with medical
advertisers. The AMA is the logical agency to exercise leadership in medical
advertising. This leadership will enable the AMA to raise the standards of
medical advertising and to help convert the $130 million now being spent each
year on medical advertising from an annoyance to the average physician into a
constructive source 'of useful information on new developments in the fields of
drug and other medical products.

The second motive for improving its relations with medical advertisers is the
possibility of increasing its advertising revenue by several million dollars per
year.

The following recommendations, based on the comments and suggestions of ad-
vertisers, constitute a program for the AMA which will help to accomplish these
objectives.

These recommendations are offered with the realization that the official nature
of JAMA and the overall policies of the AMA involved may militate against their
complete adoption as given.

1. Improve AMA-advertiser relations

The advertisers should be made to feel that the AMA personnel believe in
the honesty of the advertisers, and that they feel that medical advertising has a
worthwhile place in AMA publications.

The advertisers, in general, feel that the AMA, especially through the Coun-
cils, distrusts them and views them as potential crooks who would become ac-
tively unethical if not constantly watched. g

This feeling of the advertisers may or may not have foundation. If it does,
then the AMA should review its attitude and attempt to correct it.

In any case, whether true or not, this mutual feeling of distrust must be
eliminated as the first step in improving AMA-advertiser relations. The basis
flar cooperation and for a really successful sales campaign on the part of JAMA
must rest on the establishment in the minds of the advertisers of a feeling of
mutual respect and a belief in the willingness of the AMA to go half-way in
working out mutual understanding between the AMA and the advertisers.

The professional advertisers must be made to feel that their advertising is
wanted by the AMA. At present, they have the feeling that the AMA looks on
space-selling as a favor to the advertisers, and merely as a source of some addi-
tional revenue which it can very well do without. The fact that in 1952 the
AMA derived $3,137,000 from advertising, most of it from JAMA, is an indication
of the importance of advertising to the AMA.

The manufacturers of drugs and other medical supplies are no longer in the
position where they have to bow down to the AMA. They can circumvent direct
control of their advertising and products by the AMA by refraining from submit-
ting products to the Councils and by channeling their advertising and promo-
tion efforts through non-AMA journals or through detailing and direct mail.
The fact that since 1948 advertising space in Medical Economics and Modern
Medicine has increased 409 while AMA space sold has decreased 3% during the
same period, is proof that advertisers are tending more toward non-AMA media.

The fact that the AMA gets as much advertising income as it does, the major-
ity of advertisers state, is because of the unique position of JAMA, and in spite
of the feeling toward the AMA, and the AMA’s relatively ineffective space-sell-
ing methods.

The report will show that a number of advertisers question the need for get-
ting Council Acceptance for the ordinary product, and question whether or not
JAMA is well-read by physicians. It seems likely that more than a little of this
feeling is an attempt to rationalize the advertisers’ resentment at AMA
‘‘aloofness.”

The industry expresses a desire for working with the AMA in maintaining
high standards in the medical field, rather than in working independently of it.
It feels, however, that the AMA should give some concrete evidence of willing-
ness to cooperate on the other side.

Good advertiser relations can be built if the AMA will make a systematic ef-
fort, thorugh editorials, through speeches, and through personal contact with
manufacturers and their trade associations, to explain its point of view to the
industry, and to attempt to understand the industry’s problems and point of view.
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2. Set up a joint AMA-advertiser board

One ‘of the best ways for the AMA to learn the advertisers’ problems and ex-
plain its own problems to the advertisers would be through the establishment of
a joint AMA-industry board, the purpose of which would be to work out mutu-
ally satisfactory solutions to various problems. This could be done through
one or more of the already existing trade associations, such as the American
Pharmaceutical Manufacturers’ Association and the American Drug Manufac-
turers’ Association. Such an offer of cooperation on the part of the AMA would
indicate positively to the industry the desire of the AMA for greater mutual
understanding.

3. Aim at higher advertising standards for AMA publications

The majority of medical advertisers definitely prefer the AMA to accept for
advertising in its publications only products of professional interest presented in
a professional way. They furthermore express the belief that if the AMA would
adopt this policy, additional revenue from increased medical accounts would
more than make up for the loss of the non-medical income.

It would probably be unwise to make this change suddenly. A gradual change,
however, could be achieved by concentrating selling effort exclusively on pro-
fessional advertisers, and by gradually tightening the restrictions on the non-
medical product copy.

As a first step, the advertisers almost universally suggest that the advertising
of non-Council products be made to conform to the “honesty in advertising” rules
to which the Council products are subject. They would apply this restriction
particularly to advertising by cigarette manufacturers who make pseudo-scien-
tific claims in their copy.

4. Bapand direct-mail promotion

The advertisers, practically without exception, agree that if they were pre-
sented with more evidence of the value of AMA space, if they were shown how
they could increase their results proportionately more by devoting their budgets
to AMA publication space rather than to non-AMA space, they would increase
their space purchases in AMA publications.

The direct-mail promotion program should be carefully set up to tie in with
the personal sales calls of the space representatives. It should be designed so
as to cover continuously the various areas which need to be covered. It should
allow for the continuous turnover of personnel on the mailing list, so that new
people are informed of points which they should know and that old hands are
periodically reminded of these points. Throughout, a systematic effort should
be made to build up the prestige of the AMA and to increase the good-will of
the recipient toward the AMA.

The direct-mail pieces would fall roughly, aceording to purpose, into three
classes: public information, which would aim at giving information on how
specific AMA publications serve the medical industry; service pieces, which
would aim at giving the manufacturer helpful statistical compilations, informa-
tion on how to write more effective ads, survey results on attitudes of physicians,
ete.; and public relations pieces, aiming at creating favorable attitudes toward
the AMA and its publications, and practical esteem for Council Acceptance,
reprints of ads, editorials and articles about how the AMA is trying to improve
the attitudes of physicians toward using medical advertising, ete.

5. Improve personal selling

The advertisers universally comment that the AMA is doing a poor job of
promoting and selling publication space. All but the larger accounts state the
space representatives call on them infrequently, that their presentations are
non-existent or poor, and that the representatives are poorly informed on AMA
policy. : .

The advertisers say that if more selling effort is made by the AMA, the AMA
will sell more space. From a purely business point of view, it would seem that
the possibility of increasing advertising revenue by several million dollars per
year would justify increasing the expenditures made for promotion and selling
of space.

The first step, it appears to us, would be the establishment of a system of
remuneration of all AMA personnel connected with sales, which reflects directly
their productiveness. This would enable the AMA to get and hold top caliber
personnel who would do the kind of promotion and selling job which the AMA
publications as leaders in the field, deserve. Secondly, establishing a centralized
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systematic method for prospecting and contacting clients. - And thirdly, develop-
ing good presentation materials, and training representatlves in the proper use
of these materials.

6. Standardize Council procedures insofar as pos.«nble

The subject of Council rulings is a difficult one for many of the advertisers
If the objectives of the Councils could be re-evaluated and logically justified in
the light of current conditions, and if standardized procedures could be worked
out so that manufacturers could know what to expect from the Councils in
advance, much of the present apathy and ill-feeling toward Council Acceptance
could probably be eliminated.

The manufacturer frequently has a large investment tied up in a new product.
He feels that the Councils do not understand nor appreciate his problems and
his need for prompt action. He also feels that the slowness in publishing the
notice of acceptance in the Journal is a result of the AMA’s lack of understand-
ing and interest in his problem. .

7. Review the Council stand on trade names and mizvtures

The chief and almost universal .criticism of the Council is on its stand on the
use of trade names in advertising, and on compounds and mixtures. Even the
companies. most- favorably disposed toward the AMA feel that on these two
points the AMA is often arbitrary and unrealistic.

This feeling is intensified by the admission into JAMA of general products
which are not subject to-similar restrictions.

If changes in circumstances since the adoption of these two rules are such as
to enable the AMA to reconsider and modify them on a professional basis, con-
siderable additional advertising revenue would accrue to the AMA with little
or no additional effort.

8. Bell Council acceptance to the physician i ‘

The advertisers place little value on the Council Seal for the ordinary product
because they feel that the average physician does not understand it, and does
not usually value it.

The AMA could improve its . position both with its members and with the
advertisers by setting up a definite program to educate the physician on the
meaning and value of the Council Seal.

As part of this program, it might be worthwhile to include as one of the
pr1v1l¢(alges of membership in the AMA a free copy of the “New and Non-Official
Remedies”.

9. Publish an index of advertisers ;

‘Include in a prominent spot in the AMA pubhcations an “Index of Adver-
tisers”, and differentiate in it between  Council Accepted and non-Council ad-
vertisements "Indicate there, for the physician, a brlef outline of what stand-
ards the accepted products have met.

Include along with the Index of Advertisers a “reader request for information”
check-list. ~This would tend to eliminate the measurabllity-by-coupon-return
advantage which direct mail and detailing possess in the eyes of a great many
of the advertisers. It would also help physicians to get more‘direct informa-
tion on new product developments from reading JAMA advertisements.

10. Remew policies on inserts .

Much of the criticism of the Pfizer insert in JAMA might be eliminated by
more clearly labeling the editorial matter as an advertisement. Many of the
advertisers who _r’eisent‘ the Pfizer insert state that they feel that in the editorial
matter, the company has usurped the editorial funcion of the AMA. Unmis-
takable labelling of it as advertising might help to eliminate some of the criti-
cism i

The AMA would also improve its advertiser relations if it would clearly
define its policy on inserts, and make this information available to all the
advertisers through a release. This would do much to eliminate the feeling
(‘limwarranted though it may be) that the AMA plays favorites with certain
advertisers.

11. Make AMA" publwatums as attractive as possible to the readers

. The more physicians read the AMA publications, and the more they value
them, the greater will be the value which the advertisers attach to them.
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In general, JAMA is rated very highly by the advertisers. There is some
feeling expressed, however, that JAMA is frequently inclined to be over the
heads of the majority of the readers. There are several requests for a clearer
definition of the function of JAMA.

The feeling is also expressed that JAMA, in attempting to be so complete as
to satisfy the one or two percent of the readers at the high extreme, tends to
overawe the great majority of readers, who are interested in greater simplicity
and less completeness. Most of the 135,000 AMA members, several advertisers
point out, will never take any refresher courses, and the AMA Journal should
do its best to take their place.

FINDINGS

In the “Recommendations”, we have listed specific methods whereby the AMA
can improve medical advertising and increase its advertising revenue. The
majority of these recommendations were made explicitly by the manufacturer
and advertising agency personnel with whom we talked. i

It has been estimated that medical advertisers spend around $130 million
a year for advertising and promotion: $100 million for detailing, $221% million
for direct mail, $7% million for journal advertising. In 1952, the AMA re-
ceived $3,137,000 of this, of which $3,009,000 was for space in the Journal of
the AMA. The AMA received an additional $270,000 for convention exhibits.
The dollar increase over previous years is the result of rate increases, not of
increases in the amount of space sold. This has decreased slightly since 1948,
during the period when Modern Medicine and Medical Economics have in-
creased their amount of space sold by about 409%. : o

The total amount of expenditures for advertising and promotion of medical
products is very large. Much of it, as we shall see in our physician survey on
advertising, is wasted. : )

The AMA has a serious responsibility to the medical profession to raise the
level of medical advertising, and to make it as useful as possible to physicians.

Especially today, with so many new developments in the field of medicine
it is extremely difficult for the average physician to keep current. Of the
150,000 physicians who are practicing in the U.S,, only a very small propor-
tion get any additional formal medical training after completing their intern-
ship. Keeping them up on new developments, insofar as it is done, is accom-
plished not only through professional journals and meetings, but in probably
a larger degree than the medical profession has éver admitted to itself, through
the efforts and expenditures of the advertisers—through detailing, direct mail,
and journal advertising.

The advertisers, as we shall see, have the feeling that physicians, and: even
more so the AMA as an organization, view them as greedy, selfish promoters
who are interested in exploiting the medical profession and the ignorant gen-
eral public. Unquestionably, there are a small number of fly-by-night. operators
who would take every advantage possible, if not controlled. ) )

The reputable, large drug and equipment manufacturers, however, who ac-
count for the great majority of sales, have long ago realized that, from the
point of view of self-interest, if for no other reason, they must maintain high
standards and go in for a high degree of self-policing. - : ! o

For the AMA to raise the standards and effectiveness. of medical advertising,
there must be mutual understanding and respect between itself and the medical
suppliers. If the AMA fails to be more understanding of the real problems of
the medical suppliers, if the Council requirements are unnecessarily exacting
and the administrative processes unnecessarily involved and time-consuming,
then the medical manufacturers will circumvent direct control by the AMA.

This is not a vague or remote possibility. It is happening today to.an in-
creasingly large degree. .

The only direct control which the AMA can exercise on the medical manu-
facturers is through the Councils, and the acceptance or rejection of advertis-
ing in the AMA publications. Medical manufacturers do not-have to work
through the AMA. Failure to get Council Acceptance on products will not hurt
sales in most instances. Advertising of their products is eagerly and aggres-
sively sought by a large number of medical publications which have wide cir-
culation and readership among physicians, and who do not require Council:
Acceptance. o T ) )

The AMA is the logical organization to imaintain high standards, both in medi-
cal products and in medical advertising. The manufacturers would rather that
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it be the one to do so. But the AMA must make an effort to maintain this
leadership. :

The first part of this report will present, from the advertisers’ point of view,
the problems facing the manufacturer. In it we will attempt to give the manu-
facturers’ point of view on the promotion of his products. .

The second part of the report will give the advertisers’ views on how the
AMA can strengthen its leadership in maintaining high standards in medical
products, and can raise and maintain higher standards in medical advertising,
and increase its usefulness to the physician.

PART I. PROBLEMS FACING THE MEDICAL, MANUFACTURER

The medical manufacturer, like any business man in the U.S. today, operates
under what is called the “free enterprise system.” As an individual, he is in
the business of manufacturing medical supplies to gain financial profit and to
gain the personal satisfaction which comes from doing a good job. )

He is usually satisfied with an overall profit from his operations. Quite often,
he will manufacture one or more items knowingly at a loss as a “service”, or
for prestige, or for some other reason which will in the long run work for the
long-term profitability of his operations.

He is generally much more interested in long-term than in short-term profit.
He realizes that shoddy products on which he might make an excessive profit
during the short time it would take for his buyers to catch on, would hurt him
in the long run much more than it would help him. As a result, he conscien-
tiously tries to turn out only products of unquestionable value. )

Because he is interested in the long term, he plows back a good proportion of
his profits each year for research and for the development of new products.

After he has developed and started manufacturing a new product, he must
find someone who will buy it. In the medical field, he is faced with the unique
problem of having his products bought to a large éxtent by people who do not
make the decision themselves on buying, but have this decision. usually made
for them by their physicians or druggists.

Accordingly, the reputable medical manufacturer puts the emphasis in his
efforts to make known and “sell” his product, not on the ultimate consumer,
but on the druggist, and to a greater degree, the physician.

1. Purpose of edvertising

The medical manufacturer, then, is faced with the problem of informing the
physician that there is in existence such a firm as his own, that there is in exist-
ence such a product as he has to offer, that his product is useful for certain pur-
poses, and that his product is better, or at least as good, as any product offered
for the same purpose by any other firm. . ‘

Many advertisers have never formally thought this through. Many of them
operate only on precedents, and do what they do merely because all their com-
petitors do it. Some of them are entirely selfish in their viewpoint, some are
much more far-sighted.

In our interviews with advertisers, one of the topics on which we tried to get
them to express an opinion was on what they considered to be the purpose of
their advertising. An eastern advertising agency man offered the following:

“The sole end use of advertising is the promotion and sale of products, and
the establishment of the good name of the manufacturer before the audience
he seeks to impress.” ) :

An X-ray manufacturer offered this:

“The purpose of advertising is to make the selling job easier for the sales-
man, to keep our name in front of the doctor, to do the selling job on the doctor
on an institutional basis. We must put out excellent equipment and service
continuously, because our good name is very important. We are consciously
aiming our advertising at this point.” i
© A small east-coast chemical manufacturer put it this way :

“The purpose of advertising is two-fold—educating the physician and selling
our drugs.” )

The head of one of the large ethical drug manufacturers expressed it as
follows :

“The doctor has problems in the form of patients. Our job is to assist him in
the solution of these problems by providing useful medicine which he can use.
In order to get him to use our product, we must tell him what it is, what it will
do, where and how it is to be used.and how it is available.”
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A middle-western ad agency president expressed it more specifically in terms
of the Journal of the AMA :

“The pharmaceutical world never pays enough attentlon to one fact: when
physicians leave school and go into practice, only a small percentage ever go
back for refresher courses; only a small percentage follow all the advances in
the medical journals. Much information must come from advertising. Ad-
vertlsmg in the JAMA is screened and sound, and physicians can place con-
fidence in what is stated there.”

The AMA can help considerably both the profession and the advertiser by
helping the advertiser understand more clearly the purpose of his advertising.

The level of medical advertising would be raised considerably if the ad-
vertisers and their agencies viewed their advertising as a mutual service to the
medical profession and to themselves.

2. Budgeting

Most decisions about advertising are based on precedents and hunch. This
applies to medical advertising as well as general advertising. ’

The large majority of advertisers told us that they determined their adver-
tising budgets as a percentage of anticipated sales, which practically speaking
means on past sales. Accordingly, when sales are high, advertising budgets
are high. When sales fall off, and advertising is needed most advertising
budgets are cut.

“Although this is patently lacking in rationality, it is the accepted practice
in advertising and will probably continue to be so.

An X-ray manufacturer’s advertising manager told us this:

“About the budget—we get the total amount of money to be spent from a per-
centage of sales.  Of the total appropriation, media of all kinds (journals,
etc.) get about 25%, conventions get about 40%, and direct mail, sales litera-
ture and other miscellaneous activities get the rest.”

A medical equipment manufacturer states:

“About the budget—we try to stay between 5% and 10% of gross sales. We
work with our advertising agency in setting up a budget for the following year.
They do the art work, and we do the copy. To us, advertising budget means
only magazine advertising and conventions. We do not include direct mail
as part of the advertising budget. As far as proportions into which the budget
is split; conventions come first and then journals. Of the journals, first comes
the Bone and Joint book, then SAMA. We wouldn’t miss these. They are
important because they are the specialized books. They are the first channels
for new information.”

A drug firm which publishes a full-line catalog told us this:

“On the older products, we use a percentage of sales in setting up the budget.
On the new products, we try to determine what we will do with it the first year,
then estimate how much we would like to invest in it. Mostly, we use sampling
and direct mail because in these we can see our results. For example, on Vita-
min B-12, we made two mailings, got a 12% and a 15% response respectively.
This gave us leads to follow up.”

Another drug manufacturer said :

“First, we get our advertising appropriation for the operating period. This is
determined in part as a percentage of sales. We then decide the job to be done,
and determine what we can spend on this job, We then split up the appropriation
between the various methods. The best combination is then used. We need all
of the advertising methods. About all I can say on that score is that we split up
our appropriation according to our best judgment. We don’t have any ﬁxed
method. The importance of the various means changes from time to time.”

A large ethical drug manufacturer who uses the ‘“‘task” method of figuring
budget put it this way :

“Our budget is not based on sales, our proposals are based on the job to be
done, on the need for selling the product. We look at each product individually.
Bach product stands on a budget of its own. We consider what is needed to carry
this product for the next fiscal year. We use one advertising means to accom-
plish one objective. Certain products have characteristics which make them more
susceptible to specialty advertising. Everything goes back to exactly what is
needed to advertise each individual product. We then dovetail all media to-
gether for the good of an individual product.

“To take a specific case, let’s take JAMA. We set a schedule for 50 many
pages among the products that are Council-Accepted. This is based on the cost
and frequency of the ads. It is not much of a problem with JAMA. We have
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only certain products which are Council-Accepted which we want to advertise in
JAMA. There are some products on which we can do a better selling job with-
out suffering the restrictions on claims by the Council. There are times when
regulations are so restrictive that a better job can be done without Council
Acceptance.” )

Of the firms we interviewed, the large majority got up their budgets as a
percentage of past sales, modified on the basis of hunch. A few used the ‘‘task”
method, whereby they determined what they wanted to accomplish in the way of
sales, and then guessed how large the appropriations would need to be to ac-
complish these objectives.

If the AMA, through research, could arrive at some more scientific method of
budget determination, it would render a real service to its advertisers.

It might also be well to point out that using the relatively flexible methods that
they do in determining their budgets, advertisers are very open to selling on the
part of JAMA. If convinced of the value to them of JAMA or special journal
spaced compared to other media, advertisers can fairly easily change their
minds—and their budgets.

3. Selection of advertising channels k

A medical advertiser has three main methods whereby he can tell his story
to the physician: through detail men, through direct mail, and through journal
advertising. Each of these methods has advantages and disadvantages which
vary in weight, depending: on the type of product to be advertised ; the age, size
and reputation of the advertisers; and the period of development of the product at
the particular time.

. Each method supplements the other and usually the manufacturer ties them
together as much as seems effective.

There is no hard and fast rule in media selection and the emphasis put upon
each of these three methods varies considerably with the individual advertiser.
Because of this fact, JAMA’s potential sources of advertising revenue include not
only advertising now going to other journals, but also what is now going into
direct mail, and possibly even to some extent, what is now going into detailing.

For JAMA to develop fully these potential markets for its space, it must not
only do considerably more and better selling and promotion of its wares, but it
must also develop more fully the usefulness of journal advertising in general, and
its own in particular. It must work both with the advertiser and with the
physician-reader to accomplish this. It must help the advertiser develop the.type
of journal ads which are of maximum usefulness and interest to the physician.
And it must change the physicians’ attitude toward advertising, and help him to
learn how to get the most benefits from advertising.

The following comments, selected from interviews with advertisers, are typical
of the attitudes of advertisers toward their problem of advertising-channel se-
lection. As one of the large medical ad agency people expressed it:

“It is generally agreed that the order of effectiveness is, first, detailing; second,
direct mail; third, journal advertising. The emphasis, however, varies from one
advertiser to another.”

A physician connected with a large ethical drug manufacturer stated ;

“The three basic media complement each other. A detail man does more than
a journal ad—provided he can see the doctor. If he can’t, a journal ad is ob-
viously more effective. Similarly with direct mail.”

The double problem of first deciding how much emphasis is to be put on each
of the three basic advertising channels, and then secondly, how much of the
journal advertising is to be run in a specific journal was expressed by the head
of an ethical drug manufacturing firm as follows : .

“We first decide whether to use direct mail or journal ads, and then we con-
sider which jourlnal is best for the particular product under consideration.”

The idea of the different contributions which are made in varying degrees
by the different journals was added by a medical supply manufacturer :

“Because we manufacture medical supplies, which are also advertised directly
to the consumer, we consider the purpose of our advertising to be institutional,
both to the medical profession and the consumer. We want to keep our name be-
fore the audience in JAMA, and we push our special products in the other jour-
nals. .
~ “JAMA has the best coverage, but we spread out into the other journals, par-
ticularly because of our specialty products, like baby products. JAMA is the
best for CP’s. We use other journals for pediatricians, etc. Other journals are
useful because they help keep our products before the public.
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“Direct mail is also good for us, and we use it a lot.”

A medical ad agency executive gave this statement on media:

“Media are selected on the basis of the objectives sought in the promotion. of a.
product. JAMA. is good to keep the name of the House before the physician- -
public, and to advertise Council-Accepted products, particularly new or special-
ized ones. We -use other journals particularly for specialty products or for
proprietary drugs. Direct mail is used to push specific products.”

A manufacturer of industrial chemicals and pharmaceuticals outlined his
formula :

“For a new product that requires presentation to the medical profession, a com-
pany should get Council Acceptance if possible. It should then run an insert or
series of inserts in JAMA announcing the product. But it won’t get the desired
interest or distribution unless it also announces it to wholesalers and hospitals,
and the JAMA ads should therefore be tied in with detailing. The next step
should be a follow-up by direct mail, and by ads in the specialty journals if ap-
propriate. Direct mail is the costliest of the three media, but it is the most
selective.” :

The same man said elsewhere:

“There has been a lot of money spent on pharmaceuticals recently, but this year
there has been a falling off. I guess all advertising budgets will be cut next year.

“Our policy, in a depression, would be to cut down on detailing, direct mail,
and ads in specialty journals. We would concentrate on ads in JAMA and other
top-circulation journals.” )

As we mentioned earlier, the amount of emphasis put on the various adver-
tising channels varies considerably from company to company, and in the same
company from product to product. )

One of the main reasons advanced by advertisers for preferring detailing
and direct mail over journal advertising is that in the first two the advertiser has
a measure (if crude) of its effectiveness, through inquiries and returns:

“Pharmaceutical houses prefer detailing to all other advertising and selling
methods. They know how much they are paying out and how much they are
getting in return. This is also true of direct mail, to a great extent—you have
some check on its profitability. Journal advertising is the least attractive to-
them because its profitability is impossible to check. It would be helpful, in this
connection if advertisers could be informed of the extent to which doctors read
JAMA.”

The president of an X-ray equipment company stated : .

“Our journal advertising is purely prestige and institutional ‘advertising:
Direct mail is used for specific products. However, we intend to get prospects
from journal ads also, because most ads have coupons attached. Both means .
of advertising are important. We would not have one without the other.”"

A large ethical drug manufacturer mentioned that they split their advertising
budget among the three channels: : ‘ )

“Generally we advertise in JAMA for institutional purposes and other non-
specialty journals for broad coverage. The journals get about 20 percent of
our advertising and promotion budget, direct mail gets about 30 percent and
detailing about 50 percent.” . )

Another ethical drug manufacturer, in summarizing their position on media
selection, said: )

“This depends on many factors. With a new product, direct mail is usually
preferable ; with an established one, journal advertising. However, in the case
of a r,x?w product that has received Council Acceptance, JAMA advertising is a
‘must’.” : : :

‘The advertising manager of a chemical and pharmaceutical house emphasizes
the interdependence of the various media: : - i

“We look on JAMA advertising as a means for building our reputation and
for activating our direct mail at low cost. Direct mail sells our products, but
it has to follow journdl advertising and would be useless without it. 'We spend
comparatively little on detailing at present, since we are a new firm with ‘a
small sales staff.” :

This same idea was expressed by a drug manufacturer, most of whose products
are not eligible for Council Acceptance: '

“Direct mail and journal advertising complement each other. We do not
use one for one purpose and the other for another.”

A consultant stated: i i

“Direct mail is the most effective medium for a new product. You can-aim
more effectively at the specific group you want to read ; for example, specialists
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or regional groups. Also, the response for samples is better from direct mail
than from journal advertising. After the product has gained acceptance, how-
ever, institutional advertising in the journals acts as a necessary reminder.”

To summarize, journal advertising seems to be used most widely for re-
minder advertising, direct mail to introduce a new product. . Usually, the two
of them are tied together. Detailing is generally considered the most effective
of the three and is used both for new products and for reminding. ’

If JAMA would set up a reader service, where the physician could return a
postcard or list to the AMA on which he had checked off literature or samples
of products advertised in JAMA which he would like to get, JAMA would be
rendering a very useful service both to the reader and to the advertiser. The
inquiries could then be turned over to the advertisers for follow-up.

This service would also do much to counteract the feeling of the advertiser
that direct mail and detailing are more effective because their results can be
measured. :

4. Deciding For or Against Applying For Council Acceptance

One of the problems which plays a large part in determining which journals
in which to advertise is the question of Council Acceptance.

If the product is by its very nature one which is ineligible for acceptance by
the Council, there is no problem—the product will not be submitted to the
Council and only non-AMA publications can be used for advertising.

If the product is of such a nature that it has a possibility of being accepted,
then the manufacturer must decide whether or not the disadvantage of having
his advertising claims reviewed and approved by the Council outweighs the
advantage of having the product carry the Seal of Acceptance. His decision
will depend on how great he considers the disadvantage to be in the particular
case, as against how valuable in the particular case having the Seal will be.

The value of the Seal will vary in his eyes in proportion to the value which
he thinks the physicians place upon the Seal in connection with this specific
product.

In the case of an unknown firm, whose name is no recommendation to the
physician, its product will be more able to compete with similar products of
well-known firms if it has the Seal. Or even in the case of well-known firms,
if the product is one which is dangerous or unknown, and the physician may be
fearful of using the product, then the Seal enables the physician to pass respon-
sibility for the results back on the Association, and in that case, may attach im-
portance to the Seal.

In the case of well-tried and well-known products put out by firms whose
names are highly respected, the physician will usually evince no interest in
whether or not it is accepted, and therefore the advertiser will also attach little
or no importance to getting the Seal. In this case, it is highly likely that the
bother of submitting the product and the requirement of limiting advertising
claims to those acceptable to the Council, will outweigh whatever slight and
questionable value there might be to having the Seal.  The only real advantage
the Seal would have in this case would be that it would enable the advertiser to
run his copy in AMA publications. .

There is, as we shall see later, considerable resentment on the part of ad-
vertisers toward the Councils, especially the Council on Pharmacy and Chem-
istry. The two main sources of ill-will are the rules of the Council on trade
names, and its refusal to accept certain compounds and mixtures, even though
they are widely used and accepted by the medical profession, and even though
the firm putting them out has top standing.

The manufacturers in general are favorable toward the idea of having Coun-
cils. They feel that since its founding in 1905, the Council on Pharmacy and
Chemistry has served a valuable purpose, especially in the years prior to the
tightening up of federal legislation regarding food and drug standards.

Practically all of the manufacturers feel that the Council still serves a worth-
while purpose in maintaining high standards both in products and in advertising.
Much of its influence, however, they feel is being lost because of what they con-
sider-unreasonableness in its stand on trade names and mixtures and compounds.

About half the advertisers we talked to stated that they considered Council
Acceptance as being useful in selling and stated that they would get the Seal “if
it wasn’t too much trouble.” About a quarter said they considered it of value
only in the case of new or controversial drugs, or in the case of an unknown firm.
On established products, they would not bother to get it. Another quarter stated
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that they practically never bothered getting Council Acceptance, except on one or
two products so they could carry institutional advertising in AMA publications.

A small drug manufacturer stated :

“Council Acceptance has value in the case of new or toxic drugs, and with
people in teaching institutions. Council Acceptance is easier to get when re-
searchers in medical schools have tested it extensively. We always send them
our stuff if we want Council Acceptance on it. On routine drugs, Council Ac-
ceptance means nothing at all. As far as actually insuring the quality of the
drug, it is useless; F&DA does the interstate job pretty well.”

A consultant in medical advertising pointed out:

“The main value of Council Acceptance is that it increases the prestige of a
firm. The average drug firm is selling the firm, rather than the product ; its
integrity, rather than its manufactures. Anything that helps establish the in-
tegrity of the firm is therefore important. By obtaining Council Acceptance,
even for one product only, a firm can advertise in JAMA and thus get institutional
entree and build up its prestige.”

One of the large medical ad agency people had considerable to say on Council
Acceptance. His comments are fairly representative of the feelings of the
reputable medical advertisers:

“Council Acceptance means practically nothing to today’s MD. If the drug is
new and toxie, it is helpful to have it, but not a hindrance if you don’t. In the
case of a small house, it is probably always of some value. On routine prepara-
tions, and on the products of an established firm, it is meaningless. Very few
MD's ever inquire and most of these are not much impressed by it.

“The Council is much too slow. It often takes a year or more to get a product
through. Meanwhile, your whole investment is tied up. * * *

“A reputable house today must test its products far beyond the limits of any
Council requirements, for it risks its entire reputation if it puts out one bad drug.
Yet the Council doesn’t even trust its own colleagues and the evidence which is
presented to it from certified sources.

“The policies of the Councils are sometimes ludicrous. They refuse to allow
but one company to have a trade name advertised for a given drug. When a
market has been established for a drug, no manufacturer is going to change the
name. Yet he can’t advertise in JAMA or have it accepted unless he uses only
the generic name.

“Another instance is the rule on mixtures, many of which are commonly ac-
cepted by the profession today. Vitaming are the best example of this. Even
standard techniques are not accepted under these rules. The profession has long
accepted the combination of pencillin and sulfaniamides in certain combinations.
Not only won’t the Council accept that product for advertising, but it won’t even
allow any abstract of the article in JAMA to be printed as an ad, though no a
copy was to be included. )

“Competitors do not trust the Council and are continually disappointed by it.
It seems to play favorites a lot of the time, and what applies to one doesn’t apply
to another in what seems to be identical circumstances. Big advertisers, Chi-
cago firms, and oldest advertisers seem to get away with things that no one
else could.

“Since a company cannot depend on getting Council Acceptance, even if it
meets all the requirements and submits the evidence, and since the Council has
no sense whatever of the time involved in these things, many advertisers must
cut their schedules, or just leave JAMA out to a large extent.

“Let me give you one example. Although a folder was submitted based on
the papers written on a drug by three of the country’s recognized leaders in
pharmacology, the Council refused to allow their statements as advertising,
though these were statements of pharmacologists, in no way connected with
the company.

“Essentially, medical advertising is the most honest of all advertising today.
The Councils had a lot to do with making it that way. But this isn’t 1910, and
the first-class firms are beyond reproach today. Besides that, the F&DA is
always watching them. : .

“Yet the Council behaves as though the industry were still full of barbarians.

- " * L] * * *

“On the other hand, it allows the most extraordinary claims on products the
AMA accepts which are not subject to scrutiny. Respect of advertisers and
readers is gone when they see cigarette ads and ethical ads side by side and
assume both have been approved by the AMA.”
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Another smaller medical ad ‘agency head made some of the same points:
“The value of Council Acceptance is greater for the small advertisers because
it makes their products more valuable in the eyes of the physician. It is lessened,
though, because of the trade name restrictions. This antagonizes many manu-
tacturers, especially where several have been working on the same sort of drug
over the same period of time.
* 3 & * ' * * *

“More publicity should be given on Council Acceptance, directed at physicians,
who generally know little or nothing about its meaning. This would increase the
value of the Seal. Also, what Council Acceptance involves should be re-stated to
the manufacturers, and consistent treatment should be given to all comers.

“There is too much discrimination and waiving of the rules for the bigger
companies.: Manufacturers never know where they stand on Council Acceptance
on their products. Also, there is too much delay and too many refusals without
giving constructive criticisms on products or copy.”

A New York ethical drug manufacturer, who certainly would not be considered
an opportunist, made the following rather typical comment: :

“Since the new F&DA, Council Acceptance doesn’t mean nearly as much as it
used to. The AMA restrictions don’t carry the same weight on new products as
they did in the past. It’s a good thing to have the Seal if you can get it without
too much heartache. But it isn’t necessary to have.

“JAMA is frequently left out on our gchedules for new products because of
Council delays. The F&DA must act in six weeks if your case is good. With
the Council, it is two or three months at best.

“They want to quibble over copy—have a regular schoolteacher attitude. The
Council’s attitude is that the industry is a crook. The industry resents'this
attitude—that the Council is always trying to catch it doing something that is
crooked. The biggest bone of contention is that they figure you are guilty till you
prove yourself innocent.” ‘

* * * * M * - *
The criticisms of the Councils were practically never that the Council standards
for products were too high.

Practically universally, however, the manufacturers and agencies were critical
of what they considered the attitude of the Councils, their lack of standardiza-
tion, and the two points which the advertisers considered pointless and archaic,
the prohibition of the use of trade names and the refusal to accept any mixtures.

* % *® . * ' * * *

Several of the manufacturers actually felt that the standards for products
were not high enough. One of them put it this way : ‘.

“The Council Acceptance Seal is of no more value than the Good Housekeeping
Seal. They are getting lax in their standards. It lowers my opinion of the
Journal.” i . : . .

Another one said : :

“Some doctors feel that the Seal has become too easy to get. For example, we
have a good but very potent drug that has to be used very carefully. The special-
ists resent the fact that it has been okayed for GP’s.” .

Sometimes the value of the Seal lies in the fact that if the manufacturer
doesn’t have it, his competitors use this fact against him with: the doctors.

‘The larger ethical drug firms, for the most part, attach little or no value to
Council Acceptance as a selling aid. One of the country’s top drug firms had this
to say: i : B L L
- “Being able to tell the doctor that a product is: Council Accepted doesn’t make
much difference to us. The doctor doesn’t place any particular value on the Seal.
Our detail men do not even bother to tell the doctor that a product is Council
Aecepted. The fact that (NAME OF MANUFACTURER) makes it, carries more
weight than the fact that the Council has approved it.

“In general, most doctors do not know whether a product is accepted or not.
over 909 of the dotcors are in this category. If they did pay any attention to the
Seal, they would ask about it. I do not recall a single instance where the doctor
has asked whether or not our product was Council Accepted.”

Three more comments, each following the pattern indicated above, but with
slight variance, will suffice to give the sentiments of the firms and people with
whom we talked. A New York medical ad agency head: :

“The average MD doesn’t rely on Council Acceptance, and knows little about
it. He relies primarily on the company’s reputation. Because it takes so long
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A small drug manufacturer had something slightly different to say :

“JAMA is used for prestige purposes. It gets about half of our ad budget.
We use other journals and throw-aways for the same purpose for which we use
direct mail—for product selling. The non-JAMA media combined get the other
half of our budget.”

The advertising head of one of the top drug firms had this to say:

“Actually, we would never advertise a good product in only one journal. We
want to get better coverage. We know every doctor doesn’t read every ad.
Therefore, with multi-journal coverage, we know we improve our chances of
contact with any one doctor.” -

The three following statements represent the opinions of those who are most
favorable to JAMA. Here is what a medical advertising agency head said:

“JAMA is by far a better publication than the throw-aways. We advertise in
the throw-aways because we find it difficult to get some products Council Ac-
cepted. We use throw-aways for Council Accepted products only for the addi-
tional coverage we get. That is the only reason.”

A small catalog-pharmaceutical manufacturer said :

“JAMA is the best medium. There is no question at all in our minds about it.
It is the most widely read of the journals, if journals are read at all. I am not
too familiar with distribution figures, but I know that when a doctor is busy, he
will flip through JAMA whereas he may not in other journals ha gets. I base
this on my own experience.”

Another manufacturer of drugs stated

“JAMA is best for new, highly experimental or toxic drugs ‘We use other
journals mostly for non-Councnl Accepted drugs, and direct mail for all-out
product pushing. This year we are experimenting, giving Modern Medicine and
JAMA each 45 percent of our ad budget and 10 percent to other journals.”

This ethical drug manufacturer favored JAMA for GP’s, other medical society
publications for specialty products:

“Journals that are the official journals of the various medical societles (for
example, the American -College of Surgeons) have greater standing than the
AMA special journals, but JAMA is the most effective for GP’s.”

Some advertisers decide how their budget will be spent by the worthiness of
the cause which expenditures will help support. For example, this ethical drug
manufacturer : . }

“Our primary objective in journal advertising is circulation, But we also
advertise in every state medical journal, most of which have small circulation,
on the theory that our success depends on the good will of the doctors and that
we owe them support in their work. We feel that it is our duty to contribute
to the support of the state journals. In the same way, we contribute directly
to the revenue of the AMA special journals by buying space in them, and in-
directly by buying space in JAMA, whose profits:help support the special
journals.” -

Less philanthropic, at least toward JAMA, are these two ethical drug manu-
facturers:

“We do not advertise in JAMA as a contribution toward anything. We take
a hard, cold look and consider what Wwe can get out of it. If our money could
be spent better somewherg: else we would pull out of JAMA without any
compunction.” -~

“We feel a certain obligation to help support some organizations, ‘such as state
medical groups and state pharmaceutical groups. 'About the AMA, we approach
it more strictly as a business proposition.”

Most of the advertisers feel that JAMA is particularly good for certain pur-
poses, and that others are better for other purposes For example, this large
ethical drug manufacturer:

“We select media on the basis of purpose. JAMA. 1is best for new and Council
Accepted drugs, but other journals are better for intensive selling when coupled
with detailing and direct mail. - Personally, we like JAMA best because it is
highly thought of, and has the best coverage both across:the board and in several
specialties.” .

An eastern medical ad agency head views the situation somewhat differently

“We use JAMA for intensive promotional work in the first phase of sales
campaigns whenever the product has the Seal. Other journals take it from
there and we tie detailing in with the ad campaign. JAMA gets about 20%,
other journals about 80% of our ad budget With non-Council Accepted drugs,
we advertise heaviest in the throw-aways.”
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to get acceptance on many products, many manufacturers wait until the market
has been built before applying for it. The entire investment of expensive re-
search and expensive production may otherwise be tied up while awaiting Coun-
cil Acceptance.

“Since the penicillin episode, when the F&DA stepped in and set standards
for manufacture, value of Council Acceptance has lessened even more. The
Councils are too slow, too conservative, prejudiced in favor of the large com-
panies, and too whimsical. They allow some companies to do things which they
forbid other companies to do.”

A large drug house head of high reputation in the field :

“Council Acceptance on a drug does no harm, and might even do some good.
It certainly is not a great asset, however.

“The top men in the pharmaceutical manufacturing houses are still suspicious
of the Council. Although it has improved in the past years, there is still the
great grief of the years gone by. The pressures on the AMA are great, and
their ways are devious.

* * * : " * » *

“The AMA has kept itself out of contact with management in the drug field,
and as a result operates in a vacuum as to the actual conditions which manage-
ment people face.

“Because so many good drugs are readily accepted by physicians without hav-
ing gotten Council Acceptance, and because of the great trouble required to get
acceptance, as well as because the Council seems to adopt the rules its wants to
apply to a case as it goes along, there doesn’t generally seem much sense to
getting Council Acceptance. At least, until the market is established anyway.”

Another large drug manufacturing head :

“Many pharmaceutical houses consider it a definite disadvantage to have Coun-
cil Acceptance on a product. The Council is so hypercritical of the ads, so
‘holier-than-thow’, that it’s really painful. An advertiser necessarily doesn’t
want to say merely that his product is ‘good’; he wants to say that it’s ‘better’.
This is the very essence of competition.

“The limitations on the wording of ads for Council Accepted products in many
cases actually prevent the doctors from getting the real facts about a product.
For this reason, too, many of the best drug houses wouldn’t dream of applying
for the Seal as a regular procedure.

“It is undoubtedly true that the Seal has a very definite advantage as a sell-
ing point. However, its advantages are considerably outweighed by these dis-
advantages I’vementioned.

“After all, the AMA is no more honest than the reputable pharmaceutical
firms, and no more interested in maintaining the quality of their products.”

5. Selection of specific journal media

In the case of those products which the advertiser decides will not benefit
sufficiently from having the Council Seal as to make it worthwhile to go to the
trouble of getting it, the advertiser merely has to decide which of the non-AMA.
publications he wishes to use.

Where Council Acceptance has been applied for and received, the advertiser
decides whether to use AMA publications or non-AMA publications, or a com-
bination of both, for his journal advertising budget.

In general, the majority of the advertisers consider JAMA tops for institution-
al and prestige ads. Most of them also consider it the top publication for the GP-
and the mass physician market.

Where the product is accepted, the big majority of the advertisers will use
JAMA. About a third state that they also run the same ads in the controlled-
circulation publications, as well as in some of the other general journals.

For specialty products, accepted or not, the majority of the advertisers choose
specialty publications because JAMA is too expensive for the average selected
market advertisement.

Better than half of the advertisers who were interested in discussing special
journals as media volunteered the comments that they considered some or meet
of the non-AMA specialty journals superior to their AMA equivalents. One of
the book publishers stated :

“We do our media selection on the basis of purpose of the ad under considera-
tion. - We use JAMA where we want wide coverage and prestige, use other
journals for specific markets. Actually, we use direct mail most of all. This
is used continuously to push the firm’s wares.”
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i& contracept@ve manufacturer stated his policy as follows : .
ouszlzllsg&”prowdes us with a measure of prestige. We use other books to push

Another ethical drug manufacturer offered a more explicit statement :

“We use JAMA particularly for prestige purposes and as a reminder of the
product. But the other publications are more profitable because JAMA is too
crowded with its concentrated ads. For this reason, we have built up a big
representation in state and county medical journals, which are more local and
personal, and which are less competitive, and give better visibility. I have a
high regard for Modern Medicine and Medicai Economics. We need their mass
circulation to reach the GP’s, who are our chief market. We use the specialist
journals chiefly for our endocrine products.”

This same idea was mentioned by another small ethical drug manufacturer :

“My feeling is that each of the three general journals—JAMA, Medical Hco-
nomics and Modern Medicine—all play a part in the medical field. I personally
prefer Modern Medicine and Medical Economics because their advertising, being
interspersed with copy, has a better chance of being seen.”

Medical Economics and Modern Medicine both have some strong supporters.
It is interesting to note that most of these are also most bitter in their com-
ments about the Councils. It seéms more than likely that their favorable atti-
tude toward the throw-aways is a'rationalization of their dislike of the AMA.

An advertiser, head of a small drug firm, bitter toward the Council, stated:

“For selling, we use Medical Economics and Modern Medicine. Our detail
men have noticed that these books are widely read by physicians, much more so
than JAMA, which just seems to pile up in offices.” )

A specialty drug manufacturer who fits into the above-mentioned category
expressed a different slant:

“With other firms who use JAMA, there is no doubt that JAMA is used for
prestige. JAMA is, however, the kiss of death for product selling. Principally,
this is because of lack of readership. The JAMA editors expect too much of
the JAMA readers. The articles are too advanced, too obstruse for the general
practitioner. JAMA is too much of an intellectual affair, not at all practical.
Furthermore, its frequency of publication is too great.”

A physician connected with a large drug firm who has had considerable
trouble with the Council stated :

“This question of the relative effectiveness between Medical Hconomics,
Modern Medicine and JAMA is a very moot one. No two people in our organiza-
tion agree. I think it is the consensus that both Medical Economics and Modern
Medicine are better read by doctors than is JAMA—but this does not mean that
they are more influential.” )

The fact that Council Acceptance is the key to the selling of JAMA space
appears again and again. Witness this eastern ad agency man:

“JAMA is used for mass circulation and wide coverage. It is the best possible
organ for this, but it is only half as valuable as it could be, because of unrealistic
and shopworn methods and restrictions that have no application today. Be-
cause of this fussiness, and in many cases inconsistency, JAMA loses lots more
advertising which it could otherwise have.

“We use JAMA to get acceptance of new products by the profession. The
ad budgets for established products are very low, and therefore we can’t afford
to use JAMA for them. Besides this, the value of JAMA for an established drug
is questionable.

“We use other journals to push new specific products or for non-Council Ac-
cepted products. We can conduct a heavy campaign in them, even though the
coverage is not as wide as JAMA'’s, because the readership is considerably
higher.”

{;Another ethical drug manufacturer mentioned a different variation of the
effect of Council Acceptance on JAMA space selling :

“Of course, we have to advertise our non-Accepted products in non-AMA
journals. We accordingly feel that we must also support these non-AMA jour-
nals with Council Accepted products as well.”

As indicated above, most of the advertisers who use detail men and journal
advertising usually make an effort to tie them together. This also applies to
JAMA advertising, possibly to a higher degree than with the other.s. .

About a third of the advertisers who discussed the subject of tying in JAMA
advertising with detailing stated that their detail men regularly carry the JAMA
ads. Another third state that they usually carry the ads but generally use them
only in the case of certain products. Another third mentioned that they had no
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particular tie-in plan because the. Council Seal was not considered of any
particular help with the physicians. .

Two variations of tie-in are given in the following comments. The first by
the head of an ad agency, the second by an ethical drug manufacturer : )

“Our detail men make the fullest use of our JAMA ads on their visits to
doctors. They do not use them with druggists, though they should. All our
distribution points are kept informed of our JAMA advertising, and are sent
copies of the ads. Our detail men who visit doctors must not only carry copies
of our JAMA ads with them, but they are also supposed to read the Journal.”

“Our main tie-in between detailing and journal advertising is in the matter of
timing. We place our greatest weight of ads when our detailing is heaviest.
On the other hand, we sometimes deliberately withhold our ads until after our
det?lililzg” is completed, using the ads as a follow-up. It all depends on the
product. ;

PART II. ADVERTISERS’ VIEWS ON HOW THE AMA CAN SELL MORE SPACE

This survey of advertisers, and the one with physicians which is currently in
!:he field, were undertaken to discover how the AMA could increase its advertis-
ing revenue. ) .

It seems to us that while the possibility of increasing advertising revenue by
several million dollars per year is a good motive for putting into effect the
information gained from these two studies, there is an even more important
reason for so doing. : !

By undertaking the betterment of advertiser relations, the AMA has an oppor-
tunity to assume leadership in improving some $130 million worth of medical
advertising per year. . .

Through its leadership, the AMA can show advertisers the way to make ad-
vertising a much more positive force for helping the practicing MD keep current
on developments which have occurred after he has completed his formal medical
training. By accomplishing this, the advertiser will get more value for his -
money spent, and will receive better reception for all his advertising efforts.

By failing to improve its relations with the medical manufacturers and adver-
tising ageacies, the AMA is going to find itself losing its present none-too-strong
direct control.

This direct control is exercised by the AMA only through the Councils and
through the limitations it puts upon the advertising space it sells. As we
pointed out earlier, the AMA is not in a monopolist’s position: the manufac-
turers and agencies have alternative choices. As the facts show, and the com-
ments of the advertisers given herein re-state, the manufacturers can and are
achieving excellent sales results with products which have never been submitted
to the Councils. The advertisers can and are getting their advertising messages
to the physicians without using AMA media. :

The manufacturers, at least most of them, prefer that a spirit of mutual under-

standing and trust and cooperation exist between themselves and the AMA'&.
They are willing to go at least half way to accomplish this. They feel that if
the AMA would also go half way, then AMA-industry cooperation can be a
reality. . :
- In this part of the report, we are going to show how, in the opinion of t1_1e
advertisers, a common ground can be found. This will mean not only. the rais-
ing of standards for medical advertising, but it also can mean an 1nerea§ed
advertising revenue to the AMA of several million dollars which are now being
spent. on' advertising in other medical publications, in direct mail, and to some
extent, possibly even in detailing.

The four main changes which will be indicated in this section are: the
change needed in the attitude of the: AMA toward advertisers; the moderniza-
tions and improvements needed in the Council rules and procedures; the need
for the AMA actively to sell and promote the Journal and its other publica-
tions as advertising media; and the fact that the. AMA should continue to im-
prove the Journal so as to make it of increasingly greater value to its readers.

1. The AMA should change its attitude toward advertisers
Though we are repeating what has already been said, we feel it necessary to

mention again the fact that the advertisers resent being treated as irresponsible
or ‘incompetent - opportunists.
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In our interviews with the advertisers, we got the definite impression that
the AMA, while widely respected as the strongest single political factor in the
medical ﬁeld was liked or understood by practically none. The new and
marginal manufactmers were fairly subtle in their stating of these attitudes.
The strong, established, leading ethical drug manufacturers, on the other hand,
were very explicit in their statements. The theme runs continuously through
the interviews and through the comments reproduced in this report.

At least a large part of these unfavorable attitudes are based on misunder-
standings of the AMA, or even on definitely false beliefs.

Public relations experts say that good relations with the public are never
achieved by accident. They are the result of a definite, organized and: con-
tinuous program of telling the public the favorable things about oneself, and
admitting one’s past faults and telling the public about the efforts that are
being made to correct them.

The AMA has a two-fold job: that of understanding the problems of the
advertisers, and making the advertisers understand the problems of the AMA,

A comment of a small drug manufacturer indicates the consciousness on the
part of the advertisers of a need for closer cooperation:

“The ironing out of the difficulties and disagreements between the manu-
facturers and the AMA is of tremendous importance. JAMA could and should
be a made-to-order, natural medium for advertisers of medical products. It
has everything, or it could have, if it would clean itself up and become a real
professional journal. I should like to be able to use JAMA to the exclusion of
all other medical journals.”

Another drug manufacturer made a similar statement:

“We would like to see the industry get closer to the AMA from the marketing
standpoint There has been a step in that direction here. For a while, this
company has been a bit standoffish. The trend is going in the other direction
now. We actually submitted more products in the last six months than in
the previous two years.”

One of the large ethical drug firms issued this plea for cooperation:

“Wet get along very well with the AMA, but they could do a better job with
their advertisers if they found out what problems those people have to face,
and cooperated with them. A committee of the pharmaceutical industry ‘might
be jointly set up with one from the AMA to work out some of these problems in
an across-the-board fashion,”

There were a number of advertisers interviewed who expressed the opinion
that the AMA today is considerably better off than it has been in the past.
We quote the following large drug manufacturer as typical of this group:

“There have been improvements. Dealings with the AMA are easier now, but
still hard, although Storment personally is wonderful. “His predecessors, how-
ever, will not easily be forgotten. The damage Leach did will rankle for many
years to come. The AMA cannot go ahead on the policy that everyone is out
to get the better of it. It must know that most of the manufacturers respect
and want its approval, but by making it impossible to deal with them, they
antagonize the very people who are doing their best to uphold the AMA’s
- standards.”

Here is one medical advertising agency head’s comment on the AMA's need
for better public relations:

“T do think that the AMA ought to do a better public relations job. No one,
for example, knows the new editor of JAMA ; and in some areas, such:as New
England, the doctors are anti-AMA, which means, among other things, that
‘Council Acceptance carries little weight. Something should be done about this.”

"The aloofness of the AMA was expressed by one contraceptive: manufacturer
as follows:

“The journal is too far away. Many of us would do more in JAMA if the
AMA acted like they wanted us to. They act like they don’t want to sell space.
If they offered to help us get approval, we would undoubtedly advertise more
in the Journal. Our only contacts with the AMA are through our agency.”

One of the bluntest statements was made by a small eastern ethical drug
manufacturer:

“The public relations of the AMA are lousy. They have no thought of dealing
with anyone in any but a high-handed manner, including the people who support
them ”
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A softer-spoken manufacturer said :

“Our biggest gripe is the old-fashionedness of the AMA, and their apparent
lack of interest in the advertisers’ products or markets.”

A manufacturer of professional equipment interpreted this disinterest in a
different fashion: :

“The legitimate manufacturers feel that the AMA is not interested in them.
It is only interested in selling space—both at the conventions and in JAMA.”

Three final comments, the first by an agency man, the second an ethical drug
manufacturer, and the third another manufacturer of contraceptives, tie in
their feelings with the old bugaboo, Council Acceptance :

“JAMA could get lots more ads by applying a little common sense, and 1952
thinking. Reasonableness on requirements, on time, etc., in the case of Council-
Accepted drugs; acceptance of advertising on non-acceptable drugs from Grade A
houses; dropping the rule on mixtures and combinations; and working with,
rather than against, the industry—would make things much better for all
concerned.”

“The whole problem of JAMA advertising turns on the Council. We went
through lots of trouble needlessly to get acceptance on drugs, and then found
out that we didn’t need it. Other journals do just as well for us as media as
does JAMA, and we don’t have to break our necks to meet the incomprehensible
and in many cases ridiculously arbitrary demands of Council people. Com-
binations should be allowed in JAMA. But again, acceptance should be easier
and less like a schoolboy’s history examination. The AMA doesn’t trust its
own colleagues or anyone else. It is too arbitrary and prejudiced.”

“For advertisers, meet time scheduled on Council Acceptance, and give them the
consideration that any magazine does. Work with them, and be reasonable
about policies. Don’t treat them as if you are doing them a favor to let them
into the book. Modernize JAMA, also.. Modify the format and the page layout.
Make the book more attractive to the physicians and it will be more attractive
to the advertisers. The type is good, but use better stock, this present stuff
offsets and shows through too much.”

2. The AMA should improve the councils and sell the value of the seals

The complaints of the advertisers about the Councils follow fairly definite
patterns. They criticize the Council for the stand on trade names and mixtures.
They complain that it takes too long to get decisions, and that the basis for deci-
sions oftentimes seem arbitrary and contradictory. The following comment by
a highly respected drug manufacturer is typical :

“Certain things about the Councils are silly to the point of annoyance. It is
most difficult to get reasonably fast answers from the AMA on most questions.
Once the AMA has made a decision which they later may acknowledge as wrong,
it is still almost impossible to get it changed. A case in point is the trade name
(BLANK). The Council gave the drug a name completely different from the
common one. We prepared a long brief on the history of medical nomenclature
and on this drug in particular. There was no objection from them, but they
wouldn’t change it for a year and a half.

“Combinations, too, must be allowed. It is silly not to allow combinations of
accepted drugs, and to ban combinations of drugs that are commonly in use. The
Council is so hidebound in many affairs that they simply refuse to accept what
has been a fact for a long time.

“Council procedure should be standardized, speeded up, and constructive—
not just yes or no. The same rules should apply to everyone.

“But most of all, the AMA should show it respects the pharmaceutical manu-
facturers as they respect it; and it should work with them, not against them.”

A man with one of the big international consumer ad agencies expressed his
feelings as follows :

“The business of Council Acceptance is a constant source of irritation. I used
to think it was Fishbein, but the same kind of thing still goes on. It’s just
handled in a most unbusinesslike way.

“For example, when one of the JAMA representatives in New York said that
they would consider liguor ads of an institutional nature, we asked him how
we could get consideration for (BLANK). He was completely vague—just said
he wanted a specimen of the ad, etc.

“What the JAMA representatives need is a printed form for applicants spe-
cifically stating all conditions and requirements.

“Another trouble is the difficulty of getting Council Acceptance. There is
always too much delay. You can’t get decisions on anything, which means that
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you can’t allocate or prepare your ads. We were once told we couldn’t get an
answer because several of the Council doctors were away in Europe.

“The New York representatives do their best. They make frequent calls to
Chicago for us, but they don’t seem to be able to get any information, They are
kept in the dark. Among other things, all this mystery and delay makes space-
buyers and agencies wonder whether they are being discriminated against.
A more businesslike policy is needed to convince us that we are getting fair
and equal treatment.”

The apparent arbitrariness on decisions about copy is another source of mis-
understanding. Witness the comment of this ethical drug manufacturer :

“Council Acceptance is valuable to us as a selling point, and we tie it in with
our direct mail and detailing whenever it is appropriate, but its value could be
increased if the difficulties it presents to advertisers could be removed.

“There are too many objections to valid statements in the copy—statements
which are supported by the best research in the best houses. I appreciate that
JAMA must maintain a high standard. But when clinical investigations prove
certain things about a produect, why can’t the ads say so? )

“The AMA and the manufacturer should work together to inform the doctors,
but the limitations imposed by the AMA prevent this. We have also found that
there is unnecessary delay in granting Council Acceptance.”

This comment on the same subject was offered by the head of a large medical
ad agency :

“The Councils are inconsistent. They want a statement of facts as they see
them, regardless of the truth or the requirements of good advertising. - They
even edit doctors’ direct quotes. -

“No one wants JAMA to accept junk, but reputable firms know what they are
doing and self-policing is general. The fact that an advertiser naturally plays
up the best features of his product doesn’t mean that his claims are untrue. But
the Council frequently objects to the emphasis in ads. .

“For this reason, many manufacturers will establish a new product, making all
the claims they want to make, before applying for Council Acceptance. Or some-
times they deliberately refrain from getting Council Acceptance at all because
of the way it restricts their advertising.” . :

Another complaint on trade names was offered by an executive of one of the
large ethical drug firms: -

“The policy on advertising of trade names is ridiculous. The product is actu-
ally sold under the trade name by every other method of selling.”

Another large ethical drug firm offered this comment on mixtures and combi-
nations: : '

“From an advertiser’s standpoint, combination drugs should be given Council
Acceptance if at all possible. We are terrifically restricted by not being able
to get Council Acceptance on combinations. The rules of the Council definitely
limit the amount of advertising which is allowed to appear in JAMA. There
is no question about the fact that space we use would increase if it were not for
these restrictions.” .

This double-barrelled comment came from an X-ray manufacturer : :

“About acceptance of the Seal, speed it up. If the Seal meant anything, we
would definitely hold up an advertising campaign, but it doesn’t mean anything
now, so we don’t.” )

An otherwise happy ethical drug ad manager offered this comment:

“The time taken to grant acceptance is not bad, considering the problems in-
volved. We got quick action on our last three applications.

“However, JAMA does take far too long to publish the official notices of ac-
ceptance. For instance, we had a product accepted last May and the announce-
ment of acceptance has still not been published, even though this is December.
Considering the number of ad pages they cover, JAMA should devote more space
to these official notices, if 1ack of space is the reason for this delay.”

The foregoing comments were criticisms of the Council as far as its standards
or its operations are concerned. '

A number of manufacturers felt that the AMA was remiss in not doing a better
job in selling the value of the Council Seal to the physician. They felt that the
advertisers vlaced comparatively little value on the Seal, because physicians
place little value on and know little about, what the Seal stands for.

A medical equipment manufacturer gave as his opinion:

“If T had anything to do. with the promotion and direction cf the formation
of policy of the Council, T would promote the Seal to the doctors. Don’t make
a commercial venture of it. Think of it in the light of protection to the doctor.”

- R A ¢
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A contraceptive manufacturer stated it this way: ‘

“The principal drawback to Council Acceptance is that most physicians are
not aware of the meaning of Council Acceptance. They should be made more
conscious of the Council purposes and their methods. NNR should be more
widely distributed, and the value of it should be stressed. Druggists don’t care
one way or another about Council Acceptance. The AMA should not have given
up publishing NNR. It would be better if they published it, rather than Lip-
pincott.” )

A medical and agency head said : o )

“The AMA should develop material showing the purposes and methods of
the Councils, and should re-emphasize the value of Council Acceptance. They
should educate MD’s as to the real meaning of Council Acceptance.

“They should also speed up processing of drugs which have been submitted,
and loosen up their policy on trade names.”

Another medical ad agency man, himself a physician, offered the following:

“Its value could be increased if the laity knew more about it, and if the Seal
could be put on the package. The doctors, too, should be better educated about
what the Seal is and means. Many of them seem to think you can buy it. Drug-
gists are even more ignorant and cynical about it.”

A manufacturer of commercial chemicals expressed the same thought some-
what differently :

“The value of the Seal could be greatly increased if the AMA would take steps
to explain its real meaning to doctors. Most of them don’t appreciate its im-
portance, especially in the case of new drugs. And there are lots of things they
don’t realize, such as the fact that if a firm has some Council Accepted products,
it can’t advertise its full line in direct mail, but has to keep its Seal products
separate.”

One of the large ethical drug manufacturers, motivated by self-interest, made
this unusual comment : ‘ )

“From the standpoint of the AMA, the AMA should promote the Seal with
the druggists. Such promotion would do no good with the doctors. In fact,
promoting the Seal would bring the smaller companies with Council accepted
produ?’ts to a par with the larger, established companies—that would be the

. trend. - )

8. The AMA should sell the Journal as a medium '

One of the commonest reactions to our interviews with the advertisers was
surprise that the AMA was interested in the opinions of the advertisers. More
‘than one of the interviewees, when we explained the purpose of the survey, ex-
pressed amazement and said something like, “Do you mean the AMA is really
interested in what I think?—I never thought they cared.”

The genéral reaction, expressed or implied, was a feeling of hope that the
present AMA administration was going to initiate some long-needed steps toward
improving relations between the AMA and the advertisers.

In general, a number of the advertisers spontaneously stated that the present
AMA operating organization, in its various departments, was the most coopera-
tive and progressive that the AMA has had. )

The typical advertiser reaction to AMA space-selling methods ran along the
lines: “I never thought the AMA was at all interested in selling space. I thought
they looked on advertising more or less as a favor to the advertisers and a
source of some extra income which they don’t especially need.” )

About three-quarters of the people we talked to said that they were perfectly
satisfied, from their own viewpoint, with the low-pressure, non-promotional
methods employed by the AMA. .

When the question was put to them in terms of “How can the AMA get you
to buy more space?”’, however, the answer was invariably, “They are going to
have to sell me by showing me why I should buy more space in AMA publications,
and to do this they are going to have to cultivate me considerably more and give
me considerably more services than I have been getting.”

The other quarter of the advertisers stated right off, “The AMA needs more
promotion if it is going to be competitive to the throw-aways in selling space.”

Only a handful of the largest and most important advertisers stated that they
had frequent contact with JAMA space salesmen. .

The large majority stated they seldom saw JAMA representatives, they re-
ceived practically no promotional materials, and that in comparison to the
materials with which they are bombarded by the throw-aways, the AMA mat-
ter was not very well done.
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An eastern medical ad agency head stated:

“The salesman from JAMA comes in only about once a year. Though this is
December, there has been no one here yet this year. JAMA puts out little
promotional work, and that is poor compared to what we get from the others.
They are mostly just circulated letters from Tom Gardiner. The pitch on the
Student Journal isn't too bad, though. .

“The JAMA salesmen should be better equipped.”

A small ethical drug manufacturer made this comment:

“I have never had a salesman from the AMA call on me. As far as I can
recall, I have never received any promotional literature. The AMA leaves you
with the impression that it is always doing you a favor. Today, advertising
of medical products doesn’t have to be in JAMA and most of it is going else-
where. A lot of this is done to the hidebound conservations of JAMA and the
Councils which won't come up to date.” '

Along with these comments on lack of promotion is the frequent statement
that the AMA has a really valuable piece of merchandise to sell, and that it is a
shame it is not being promoted as it could be. Witness this ethical drug manu-
facturer’s comments: :

N “The AMA doesn’t seem to realize what a valuable piece of merchandise they
ave. . : i ‘

“There are constant personnel changes in medical advertisers. You have to
keep selling the new people. 1 don’t think the AMA has ever participated in
specialty journal advertising promotion. They aren’t promoting them at all.
It isn’t enough to send out a rate card.

“The AMA has never made any real effort to sell the advertisers. The Journal
has been my bible. . But you have to know your way around. They haven’t sold
either the advertiser nor the profession. I am sure everybody doesn’t realize
what you can get out of the Journal. ) ) N

“While I find Modern Medicine’s “Topics” on market research very valuable,
I thlilnk that some of the non-AMA publications go too far and bother you too
much, ‘

“But the AMA has never gone far enough. This is especially true of the AMA
special journals. They are good, but nobody is told about it. 8 '

“It is not enough to say, ‘Only Council Accepted products are carried in our
Journal’. There have been too many successes without Council Acceptance.

“The AMA attitude is that they are giving you a favor. . This attitude is not
conducive to selling. Henry, who was previously here in New York, just never
came around—only about once a year.” -

An executive at one of the small drug firms pointed up the fact that person-
nel changes make continuous promotion necessary : ' .

“I have been here only a year, and I have never seen an AMA representative
nor any promotional literature of any kind. In my opinion, their salesmen
should be out selling. the book, and the AMA shouldn’t behave as though it were
doing us advertisers a favor letting us into the book. The throw-aways don’t
do this.” s : .

One of the larger ethical drug manufacturers stated :

“What do I think about the AMA space-selling and promotion techniques?
There is damn little of the first, and none of the other. o .

“It doesn’t really matter a damn bit to me, because I don’t want to see them,
since I already have more than enough to do, and it is more pleasant this way.

“For their own sake, however, they should get out and do some selling or one
of these days they are going to find they haven’t any new customers.”

A midwestern medical supply firm put it this way :

“The AMA space salesman should definitely make more calls. Even though
JAMA now gets the largest percentage of our media advertising, if their sales-
men made more: calls on me and had a decent story to tell, it is more than likely
that we would increase our space in JAMA. .

“The AMA doesn’t make any effort to sell anything or help anyone with any
problems. It’s there if you want to use it, and it’s perfectly okay with the AMA
if you don’t. : : ) )

Q‘Although this policy is okay with me, I suggest that a little more planning in
a sales campaign would certainly be productive of excellent results for them.”

A specialty food manufacturer made a similar statement:

“T don’t think I have seen a space salesman from the AMA in the last ten
years. I see Mr. Lyon at meetings, but can’t remember when I had a call from
one of their salesmen. : )
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“Modern Medicine uses more aggressive sales methods. I have got to know
their man, and I have confidence in him. And it does result in our buying more
space in Modern Medicine than we would otherwise.

“Our company is growing, and so is our advertising budget. As of now, the
increases in our budget for the most part go into Modern Medicine. We are
also Ehmkmg of going into Medical Economics, although we have not done so
as ye

“I would really like to be sold on buying more space in JAMA, and I think
I could be. A better sales presentation on the part of JAMA, if it did nothing
else, would reinforce our own feelings. It would get us off the fence.”

A number of the advertisers felt that merely seeing the AMA space sales-
men more often would not be an answer to the problem. The space salesmen,
they felt, were not sufficiently trained in the policies of the AMA nor the facts
about the publications as media to be of any real help.

A medical ad agency head stated it as follows:

“It has turned out to be a waste of time to talk to the AMA men. Nothing
is being done by them to help the advertisers. If you want to know what
should be done, see anyone in the consumer field. Who buys, where do they
buy, what do they buy? Consider Mademoiselle and Charm as two examples.
They give a magnificent analysis of their markets. The JAMA salesman walks
in and says, ‘Why don’t you buy?. They should hire men to do a constructive
job of salesmanship.”

A large ethical drug manufacturer felt much the same way :

“As far as the space selling and promotional practices of the AMA are con-
cerned, there just aren’t any. But in view of the way the AMA doesn’t use its
salesmen for anything but errand boys, we don’t want any. They make very
few calls, and the AMA promotional material is scarce and lousy. From our
point of view, this doesn’t make any difference—in fact, we like it, because they
don’t bother us or take up any time.

“From their point of view, however, it’s not very good. "I don’t know why
the AMA doesn’t let their men sell the book. It’s a hell of a good product and
the arch-conservatism of the AMA is ruining it.”

Another medical ad agency man felt that the AMA salesmen’s hands are tied
by AMA policies:

“The AMA has very little promotional materials, and their salesmen make
few calls and no presentations. I don’t think this will improve until the AMA
modifies its policies. It ties its salesmen’s hands.

“Of all the medical books, the least promotional work is done by JAMA.
The State journals do a little more. The throw-aways do the most.

“The AMA policy on trade names must be changed first, and in a hurry.
Their salesmen should get out and sell. They should make calls—lots of them.
The AMA should also help the advertisers with their general plans, and on
specific problems involving the advertiser and the AMA.

“The last presentation we got was the AMA readership survey, which was
presented in too complicated a fashion. The AMA salesmen use very poor
sales techniques. However, help on specific problems has been good.” .

A third medical ad agency man, who was in general very favorable to. the
AMA, made the following comment :

“'I‘he AMA does practically no promotion. They should tell their story to
medical agencies and to manufacturers. They can take cases and specific ex-
amples showing the effectiveness of the Journal.

“JAMA actually does a far better selling job than any other journal, but
they don’t tell that fact to the advertisers. The mass journals tell the ad-
vertisers they have to use them to sell. When they increase their budgets,
they do so in the throw-aways, and not in the AMA publications. The manu-
facturers, being constantly reminded of Modern Medicine and Medical Eco-
nomics by their direct mail promotion and sales calls, feel that the doctors
are also being reminded just as often, though they aren’t.

“The main thing I would like the Journal salesmen to do is to show me what
JAMA can do for my clients.”

A number of the advertisers expressed the sentiment that constructlve sell-
inz by the AMA would unquestionably increase their use of AMA publica-
tionq A drug manufacturer, known as a good friend of the AMA, put it this
way

“If the AMA wants to sell more space, we are satisfied with our present alloca-
tions and it will take some doing, but they might be able to convince us,
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through research and working with us, that we’d do better to spend all our
money with the AMA by taking out two-page spreads or 12-page inserts. It
would require a lot more cultivating of us than is now done, and it would
require their giving us facts. If they could show us it was to our advantage,
we would do it. I don’t know whether they would be able to do this or not.”

“If T were the AMA advertising manager, I would give the pharmaceutical
industry the best evidence I could dig up that JAMA is the No. 1 spokesman for
science and practice in this country, that it is editorially, and as an advertising
medium, the most reliable for advertising.

“I would also sell the mantle of the AMA. I would sell it as the only journal
with only medical advertising. I would also try to disabuse the advertisers of
the belief that the AMA is serving any special interests.

“In promoting and selling JAMA, I would use direct selling and direct mail.
JAMA can be sold only by keeping the respect and esteem of the physician and
the advertiser.”

An executive of one of the large ethical drug firms, known in the industry
as a leader, had this to say : )

“If I were promoting the AMA publications, I would try to find out what
JAMA can offer and can do that other publications can’t. I would then under-
take an aggressive mail-promotion campaign.

“I would do this, not because JAMA is in need of advertisers, but to build
up the special journals and to protect JAMA if things in the medical field
retrench.

“I would also do a step-by-step redesigning of the publication. I don’t think
JAMA needs any more personal representation than they now have. It doesn’t
need the personal effort and pressure that the others do, because of its unique
position in the field.”

A consultant on medical marketing and advertising had some specific sugges-
tions to make:

“I think that space sales in JAMA could be increased by a direct-mail cam-
paign to firms whose products are acceptable. Other medical journals do this
and get good results.

“Such a campaign might then be followed up by visits from space salesmen.
The campaign should emphasize the values of advertising in JAMA. For ex-
ample, the special importance of JAMA to GP’s, who are the predominant type
of physician and the importance of the Seal of Acceptance to physicians who
are impressed by the fact that the ads are strictly limited and controlled. Use
snob appeal. Convince the advertisers that you are really a high-class publi-
cation.

“I also think that JAMA should be more adequately represented at trade as-
sociation affairs. Its representatives should get around more and meet people.

“It is not competitive enough at present. It has enormous prestige, but per-
haps it is almost too dignified in its refusal to compete vigorously with its rivals.

“Space selling is a tough business for JAMA since it must compete not only
with other journals but also with the other media, such as detailing and direct
mail. The advertiser must be convinced that space purchases in JAMA are
the best investment.”

One of the previously quoted medical ad agency heads dwelt on the necessity
for continuous promotion :

“The AMA needs a promotion manager to develop direct mail to medical ad
agencies and manufacturers. Tell the true facts on AMA publications over
and over again. Then advertisers will. be more conscious of their value and
budget increases will be more apt to go to AMA than the throw-aways.

“But don’t go in for the high-pressure personal selling of the throw-aways.
‘It isn’t necessary and will cheapen the AMA’s position.”

iA large ethical drug manufacturer suggested more service-type promotion
pieces :

“Medical Economics and Modern Medicine both send us promotional stuff that
is of real value to us. ‘“Medical Marketing”, “Economic Facts” and information
on the preparation of advertising is of definite value to us.

“I think the AMA, as a long-term proposition, should provide to advertisers
and prospective advertisers helpful information with the idea that by giving
helpful service, it can build a warm spot for itself with the advertisers.”

Another large ethical drug manufacturer put the same thing this way :

“We like to have facts to base our decisions on. At the present time, much
of what we do is based merely on precedence. We would like to know, have the
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conditions changed since the precedents were established? We would certainly
like to know the answers to that.” :

- Two advertising agency people and one manufacturer gave requests for read-
ership surveys, which were typical of the expressed or implied wishes of the
majority of the advertisers:

“T should like to be convinced that JAMA is actually read by doctors and not
just filed.” .

“Continuing surveys by independent groups should be made of readership and
other information about who the readers are. Certain other questions would be
influential in getting advertisers to place ads, for example, regular media in-
formation. We would like to know such things as what is the value of regional
inserts. The AMA should have some fulltime people in Chicago preparing in-
formation on the media value of JAMA and comparing it with other books.
National, regional, and specialty influence should be measured, and these facts
put in the hands of advertisers. Surveys on the order of Medical Economics
should be studied. They are excellent. Because of the widespread distrust of
AMA, however, readership and ad effectiveness surveys should be by independ-
ent agencies and certified as such.”

“A good readership study would be very helpful. We would buy it if the AMA
put it out. I believe the AMA is basically honest in that I have never had rea-
son to believe otherwise.” )

Survey material should, however, be carefully worked out and carefully pre-
pared, since a number of the advertisers expressed skepticism in regard to the
typical magazine surveys. One of the large ethical drug manufacturers ex-
pressed this attitude: i .

“Watch out for this—everyone in the publishing field is running surveys to
prove that they are the best deal. We question each and every survey that these
fellows present. The AMA, however, is.a high caliber outfit and we would prob-
ably believe that any survey they did and results they presented would be done
in good faith.” : :

There are also a number of miscellaneous suggestions for services which the
advertisers would like from the AMA. The most frequently mentioned was a
reqluest for circulation breakdowns, information on JAMA readers by age, spe-
cialty, ete.

Other suggestions included information about what AMA services are available
to advertisers, more hospital information, an abstract service which would fur-
nish bibliographies on request, a library clipping service to furnish clippings of
everything published in AMA journals on a particular subject, and a request
that manufacturers should be notified about articles in which their drugs are
recommended. ) ‘ B

One person stated that he believed the AMA should do promotional work at
pharmaceutical conventions. Another mentioned :

“AMA promotion should concentrate on firms with new products and prestige
products, which are the natural market for JAMA. In its promotional litera-
ture, the AMA should continually emphasize the value of the Seal as a builder
of prestige.”

Nearly three-quarters of the advertisers interviewed requested information on
topics which are already currently being covered in the survey on attitudes of
physicians toward medical advertising, which is now in the field.

" 4. The AMA should increasc the value of the Journal for its readers

As has been mentioned earlier, the large majority of the advertisers indicated
that their attitude toward a publication was based primarily on what they
thought was the attitude of the readers toward it. The more valuable a publica-
tion is to its readers, the more valuable it is as an advertising medium to
advertisers. i )

The suggestions for improving the value of JAMA. to its readers were basically
of three kinds: suggestions for technical or production changes; suggestions for
editorial changes, and suggestions for advertising changes.

The three main advertising changes suggested were: acceptance of only pro-
fessional advertising; interspersing the ads with more editorial matter, if this
can be done without offending the readers; and some kind of regulation of
inserts.

(a) Suggestions for technical or production changes.—Roughly a third of the
advertisers suggested that JAMA could be made more attractive as an adver-
tising medium by improving the physical make-up or production methods used
in preparing JAMA. Many of these involved comments on the quality of the
printing and the paper stock used. )
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Typical of this type of comment is the one made by a medical advertising agen-
¢y head: )

“Do a better printing job. Reproductions are poor, stock is terrible. Format
and layout are okay. I personally don’t care whether or not the ads and the
editorial matter are mixed.”

An industrial chemical manufacturer commented :

“Look at such magazines as GP and Post-Graduate Medicine. They have good
design, layout, paper, etc. JAMA can learn something from them.”

A number of the ¢omments on production changes were tied in with suggestions
for overall modernization of the appearance and editorial presentation of
JAMA. An example is the following, offered by a large ethical drug manufac-
turer who was fundamentally very favorable to the AMA :

“In my opinion, the whole make-up of the Journal is archaic. The British
journals do a much better job—far superior—in spite of the limitations of good
paper.

“We also carry a little space in Today’s Health. Really, as a magazine, it is
amateurish as hell.

“I don’t think Austin Smith should feel that changes have to be made very
slowly and gradually. Look at the British Medical Journal. That used to be
terrible. Then they had Eric Gill redesign it and they changed it overnight.

“The AMA production equipment is definitely archaic. What they call a
“bleed” is laughable.”

A small drug manufacturer put more emphasis on the original articles:

“Typography and format should be cleaned up ; articles should be shorter, sum-
maries better. Long articles should be condensed ; material should be updated.
It is much too far behind.

“But most important, the articles are of little interest to the GP. There is
considerably too much specialization.

“Reproduction should be better. There is too much show-through and offset.
More care should be used in editing the magazine, and an advertising depart-
ment section should be established that would work with the advertisers and
help-them with their problems.”

A surgical instrument manufacturer was quite drastic in his suggestions:

“The format is lousy, they should redesign the ‘book, they should intersperse
editorial matter with ads, they should use better heads, and redesign the whole
layout. They should run articles of more general interest, and they should not
publish it as often as they do. The average doctor can’t possibly read all of
it regularly—it comes out too often and has too much in it. They should
condense the technical reports like Modern Medicine and Medical Economies do.
The articles should be no longer than one page. The summaries should be at
the head, not at the end of the article. There should be more cuts and more
color, and they should use a smaller format. They should sectionalize the book
and let the advertisers go in the particular section which they want to hit. The
editorial board should abstract each section and run a summary at the beginning
of it. They should also cut the time okays for copy.”

(b) EBditorial changes—The three main suggestions for editorial changes
were concerned with presenting the material in the Journal in a more interesting
manner; giving more attention and more space to material which is interesting
to the average doctor, and giving less attention and space to unusual cases which
are of interest only to a comparatively few specialists; and cutting down on the
time-lag between the writing of an article and its appearance in the Journal.

These two comments, both from large ethical drug manufacturers, were typical
of the comments regarding the “uninterestingness” of the editorial matter:

“My strongest objection is to the editorial matter, which is fundamentally
uninteresting. JAMA would be very smart if it would model itself on the Lancet
and the British Medical Journal. But this is probably impossible. It would in-
volve the re-education of American doctors. They just can’t write or express
themselves in the way that British doctors can. I have no real quarrel with
the subject matter. But as it is now written, JAMA is just hard to read.”

“The atmosphere of JAMA is boringly pontifical. Medical writing needn’t be
dull continuously. I think there are make-up devices that could make JAMA
more interesting to the phvsician. It, like the AMA, puts a high premium on
orthodoxy—to hold out against change to the last ditch.” .

The fairly numerous suggestions that JAMA concentrate on serving the mass
GP physician rather than the minority specialist are represented by the three
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following comments, the first two of which were made by drug manufacturers, the
last by a medical aavertising agency head :

“HKditorially, there should be more articles of interest to the GP. Most of the
articles are over the heads of the GP’s, and the specialists usually get their in-
formation from other journals. The abstracting could be improved. It is not
complete enough in this respect.”

“Material in JAMA is too technical for the MD of general work. JAMA is the
best medical journal in the world, but it belongs in libraries, since it is only read
for specific articles by MD’s.”

“Ultra-scientific articles should be cut down and more articles of interest to
the GP should be run. There should be more review articles and better abstracts.
The ad should come off the cover. GP and Post-Graduate Medicine are both
much better looking books. Modern Medicine has much better abstracts. Either
kill Tonics and Sedatives or get Fishbein back to do it.”

The requests for making the articles in JAMA more timely were fairly wide-
spread.

This first comment, by a medical marketing consultant, went further, stressing
the part which JAMA plays as a medical news publication :

“I think it would be a great improvement if the editorial pages were made
more newsworthy and included more about new products and developments.
This, of course, is also the job of the advertiser. In fact, it should be a coopera-
tive job between the advertiser and JAMA.”

More along the usual line are these three comments made by various ethical
drug manufacturers: )

“Articles are too late. They are published in many cases a year or so after’
they are received. Most of the articles are too high-blown for the readers. As
a result, the average doctor who receives JAMA reads neither the articles nor
the ads.”

“Phere is too much time-lag between the time a paper is submitted and when

_it is published in JAMA. This is especially true in the case of important papers.
This is a frequent occurrence. I am under the impression that many times a
paper doesn’t appear in print until a year after it is submitted. Also, sometimes
articles appear that are of no consequence, when there are important articles
which are held up and kept waiting to be published. These things are important
to the pharmaceutical advertiser, because many times these articles are favorable
to a new product in which the advertiser is vitally interested.” .

“T have a specific suggestion for an improvement on the editorial side. When-
ever JAMA carries articles on drugs where therapy changes frequently occur, for
example in the field of antibiotics, there should be a note saying when the article
was submitted and what changes have been made since then. Sometimes there is
an eight or nine months delay between the submission and the publication of an
article. Such articles should be brought up to date.”

(¢) Changes in advertising policy.—The comments on suggested changes in
advertising policies centered around three main topics: acceptance of only pro-
fessional products, or at least limitation of amount and higher standards for
non-professional ones ; requests for interspersing as much editorial matter with
advertisements as would be agreeable to the readers; and regulation of inserts,
with a definition of what is acceptable, so that all advertisers are treated
impartially.

Nearly two-thirds of the advertisers definitely preferred to have J AMA accept
only advertising of products of professional interest to the physician. A num-
ber of these centered their attack on cigarette advertisers who made pesudo-
scientific claims. ) -

The pattern of reasoning on the subject of accepting only professional ad-
vertising was very consistent. It was tied in directly with the requirement that
only therapeutic products which have been accepted by a Council can be ad-
vertised in AMA publications. The advertisers consistently resented intensely
the fact that they had products on which they had considerable difficulty getting
Council Acceptance which appeared right alongside cigarette and soft-drink
advertisements which had had practically no scrutiny by the AMA. This feel-
ing was even more intensified in the case of ethical drug manufacturers who
had compound products which they could not advertise in JAMA.

This comment from a large medical advertising agency man is typical:

“JAMA should have ethical ads only. It is certainly inconsistent to run such
ads as the Philip Morris ads and at the same time impose such rigid restrictions
on the ethical ads.” :
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An ethlcal drug manufacturer expressed the same though a little differently :

“Only products of professional interest should appear in JAMA. Otherwise
the value of it as an advertising medium is considerably lessened, particularly
since most readers don’t discriminate between ads subject to control and those
that aren’t.”

Two drug manufacturers took a more positive approach in their views:

‘“The book is much too important to have valuable space being taken up by
ads of no professional value.”

“Only ethical products, or those of specific professional use, should be allowed
in the book. There is no cookbook purpose behind JAMA. It is one of the
best medical journals in the world and it shouldn’t be all cluttered up with ex-
traneous nonentities. There are too many ethical manufacturers who coud use
the space to bring products of important professional use to the physician’s
eye. ”

Some of the advertisers took a more liberal view. For example, this medical
advertising agency man :

“I don’t blame JAMA personally for accepting non-professional ads as long as
they don’t insult the intelligence. It’s good business. But it is strongly re-
sented by my clients. In fact, they feel so strongly about the matter that al-
though they are all increasing their ad budgets for 1953, they will all have -
fewer pages in JAMA than in 1952.”

Cigarette advertising was heartily damned by nearly every advertiser, with
whom we talked. Even the non-professional advertisers in JAMA felt that way:
The representative of one of the large manufacturers’ trade associations stated
it bluntly:

“Cigarette advertising in JAMA should definitely be eased out. “More doctors
smoke Camels than anything else’ is just a bunch of crap. It adds nothing to
the believability of other ads in the book, to put it mildly. I have no ob,)ection
to the Buick ads. But the cigarette stuff is obnoxious to ‘almost anyone, in-
cluding members of the profession.”

An ethical drug manufacturer stated :

“Food ads belong in the Journal. Cigarettes, especially Philip Morris ads, are
completely out of place. Their exhibits—the rabbit’s eye with a pseudo-scientific
approach—is greatly resented by the manufacturer who has had the headaches
of getting Council Acceptance.”

A small drug manufacturer extended his restriction of non-medical advertis-
ing to the conventions:

“Non-professional products should be completely excluded from JAMA. This
is extended to conventions, which have become like twice-a-year circuses. If the
AMA expects its advertisers to be ethical, and enforces standards against them,
it should at least do likewise to the non-medical advertisers. The non-ethical
inclusions, and especially those of pseudo-scientific validity, have been making
everyone sore. They should be tossed right oput. The mgarette ads especially.”

A large consumer advertiser who has very little advertlsmg in JAMA stated:

“About JAMA advertising—when an advertiser advertises in JAMA, he should
advertise to the reader as a human being, or he should talk to him in professional
language. Mixing consumer talk with professional talk doesn’t get very far.
Such a practice degrades the publication. The car advertising is okay. But
JAMA should definitely cut out cigarette advertising as it now appears. I object
in general to any medical claims where there is no matter of medicine at all
involved.”

A publisher of medical books give this suggestion :

“Limit the proportionate amount of space allowed to nonprofessional ads in
the book. Throw out all the phonies. This means especially cigarettes.”

Most of the people who condemned non-professional advertising in JAMA
condemned it also at the conventions.  Here are two typical statements, the first
by a large ethical drug manufacturer, the second by a manufacturer of X-ray
equipment :

“The conventions have become a circus because of the type of people they let
exhibit there. It takes an active imagination to associate them with the medical
profession. They even display pots and pans. Make it more of a medical meet-
ing and less of a circus—this is what they should do.”

. “The AMA has done itself discredit by securing a lot of diverse products
“which have no relationship to the medical field. This is very evident not only
. in JAMA but also at the conventions. The conventions are becoming a circus.”
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A medical advertising agency man stated :

“Conventions are a laughing-stock. Burlesque shows complete with life-and-
death products and developments of legitimate advertisers.” o

Another ad agency man commented :

“Clean up conventions and take out of them the burlesque show routines.”

_This statement, offered by a large ethical drug manufacturer, introduces the
idea of Council Acceptance at the conventions :

“Conventions first of all must be improved. They are like county fairs, and
things are not only disorganized but ridiculous. Not only cannot samples of non-
Council Accepted products be given out, but instead of trying to make a conven-
tion a dignified affair and keeping out the side-show experiences, the AMA spends
its time sending spies around to find out if a manufacturer is giving away free
headache powders. Even if a physician personally requests a product which is
not advertised, we can’t give it to him.”

Three ethical drug manufacturers made these comments: )

“Conventions are terrible. Our own queries show that physicians regard ‘con-
ventions as holidays, and as the least effective phase of the AMA operations.”

“Conventions are terrible for advertisers. Besides too much midway activity,
they are always out of the way. The point system, too, is very bad.”

“The midyear clinical session is a poor thing. It could be good, but it is al-
ways in an out-of-the-way place. If you don’t go, however, you get a bad spot in
the main convention.”

One ad agency man complained of discrimination at conventions:

“The AMA conventions are too much like county fairs. The point system is
unfair and discriminatory. The ethical advertisers and exhibiters are unable to
compete with the girly shows. The AMA is not consistent—it lets big advertisers
do what small ones can’t.”’ '

_The last comment on conventions which we are quoting, made by a manufac-
turer of X-ray equipment, was concerned chiefly with samples: .

“The objective at AMA conventions seems to be to collect free samples. In
fact, some of the commercial firms even furnish shopping bags with their name on
the side as another means of advertising.

“The conventions give the appearance of being tremendous affairs, crowded
with people. As far as the exhibitors are concerned, however, the attendance is
often not good, even in spite of the big crowds. At least half of the people who
attend the conventions could not buy the products exhibited anyway.

“It might help if the AMA could tighten up a little better as to who is allowed
to attend the convention. They are not so big that they cannot be handled
except in certain cities. The clinical meetings are always handled in other
parts of the country, and this adds greatly to our expense. We dropped the
clinical meetings this year.”

The question of inserts was mentioned spontaneously by the majority of the
advertisers interviewed. About half of the advertisers expressed a definite dis-
like for the Pfizer Spectrum insert because they felt that it gave Pfizer an
unfair advantage over the other advertisers and because they felt it made the
AMA the publisher of the Pfizer house organ.

About a quarter of the advertisers expressed admiration and complete ap-
proval of the Pfizer insert, and regretted that they had not initiated the idea
instead of Pfizer. ) L

Roughly another quarter approved completely of the ad from Pfizer’s point
of view but felt that from the AMA’s point of view, it was a mistake in policy
to accept it, chiefly because if others followed the precedent, JAMA would end
up as being a hodgepodge of house organs and editorial matter, with the reader
confused as to which-was which. :

One medical ad agency man made the following favorable comment:

“Spectrum is a big help to the book. It dresses it up and makes it more in-
teresting. The MD’s will turn to it the way they do to OP and PSAM. It helps
the book in appearance and helps the advertisers because it brings on more
interest and readership of the ads. The rest of the book ought to be as good.”

Four different ethical drug manufacturers made these comments :

“T suppose the Pfizer insert is being criticized by a lot of people, but person-
ally I consider it helpful rather than the opposite. I wish all advertisers would
make their ads as interesting to the doctor as these Pfizer ads. I should like
to see a campaign to encourage advertisers to produce educational copy of this
kind.” ‘ :
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“I think the Pfizer ad is an excellent idea as long as it remains as good as. it
is, and I think it will. Other advertisers can’t complain. As a matter of fact,
I think the greatest opposition comes from the competitors of JAMA, not from
other advertisers.”

“The Pfizer ad is a decided relief from the rest of the magazine. It is the
only bright spot in the book. The rest of JAMA should come up to it, both
editorially and productionwise. It is probably the only thing in JAMA that
the physician really enjoys.”

“It looks as though Pfizer now owns JAMA, but considering the high reputa-
tion of JAMA, this isn’t too serious a consideration. JAMA must sell space,
and this is one way to do it. I have no objections to the Pfizer insert or to the
binding-in of an insert of this kind. As a matter of fact, it somewhat dresses up
the book. The trouble is, too many people will probably read ‘Spectrum’ and
not JAMA.”

Two different medical ad agency people made unfavorable comments about
Spectrum :

“This sort of thing can lead to trouble since the AMA is apparently publishing
the house organ of Pfizer. Occasional inserts are okay, even as extensive as
Spectrum, but should not be done regularly. It is a coup for Pfizer’s ad boys,
but it is bad for the AMA.”

“As for the Pfizer ad, many agencies and manufacturers think that it nullifies
the effectiveness of their own ads. It is no answer that they can do the same
thing. I'm in favor of anything that will make the doctors more interested in
JAMA, but I don't think Spectrum does this. It is also generally felt that there
is AMA sponsorship of Pﬁzer in the sense that clearance was made easier for
them.”

Three ethical drug manufacturers also made critical comments: .

“JAMA has sold out to Pfizer. It has cheapened itself. You get the impres-
sion that it will sell the whole magazine if anyone will pay for it.”

“The Spectrum ad is deplorable. The whole principle of accepting large in-
serts from big companies is bad. Suppose other advertisers wanted to do the
same thing? I feel sorry for the AMA. They are prostituting themselves. It
doesn’t affect us, however.”

“The idea of binding a house organ into JAMA is a poor idea because it de-
tracts from the value of the book. However, if inserts of this type are accepted,
they should be limited to number of times and pages. Otherwise, JAMA is
bound to accept other advertisers’ inserts like this, and will become a journal
of inserts. In fairness to other advertisers, Spectrum should be dropped or
others accepted. The latter would be preposterous.”

Other comments were offered regarding other advertising policies. The most
frequenly offered one concerned the interspersal of advertising with editorial
matter. About a third of the advertisers interviewed definitely stated that they
would like to see ads interspersed, since they felt that this would improve the
readership of the ads. Roughly another third stated that as advertisers, they
would like to see the ads interspersed, but they knew that the physicians would
not like this change, so they were willing to go along with the present arrange-
ment. Another third stated that they were satisfied with the present arrange-
ments, and did not want the ads interspersed.

About a quarter of the advertisers felt strongly that there should be an Index
of Advertisers. Though a large number of the people we interviewed did not
explicitly state their stand on this subject, we received the impression that the
addition of an advertiser index would be universally appreciated by the
advertisers.

An example of the comments made regarding mixing advertising and edi-
torial matter is the following comment by an ethical drug manufacturer:

“It’s difficult to say what to do about the position of the ads. From the adver-
tisers’ point of view, of course, they should be interspersed. But from the
doctors’ point of view, they are better as they are. You would probably spoil
the high standard and professional integrity of JAMA if you interspersed
the ads.”

This suggestion, made by a medical equipment manufacturer, was also made
by several others :

“The Table of Contents is good on the cover. It could be made a little more
artistic. If the book goes only to the GP, it is satisfactory as it is. But if it
also goes to the specialist, the book should be divided into sections: compare
it to Time magazine—that's sectionalized—national affairs, foreign affairs, ete.
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“JAMA could then be sectionalized by specialty. This applies both to the

editorial matter and to the ads. It would then be possible to have the editorial

matter more closely positioned to the ads.”

A list of the individuals and firms whose opinions are represented in this

report follows.

APPENDIX
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Companies and individuals interviewed

Company

Individual

Title

All)ﬁott Laboratories, North - Chicago,

W. D. Allison Co., Indianapolis, Ind-_._| A. F. Hoo]

American Home Foods, Inc., New York,

American Meat Institute, Chicago, Ill.__
American Pharmaceutical Co. ., New

Ames éo., Inc., New York, N.Y._._..._
Armour Laboratories, Ohicaso, m._.___.
Ayerst McKenna & Harrison, Ltd,,
ew York, N.Y,
Batten, Bart,on Durstlne & Osborn,
Inc., New York
Bauer & Black, Ciiicago, M.
Back Lee Corp., Chicago, M_.__.______

Dr. §. H. Blackberg, Chicago, Tll...._..... (oS Blackbere..

Btii'lchardt Malt Extract Co., Chicago, | John J. McKeen

Branstater & Associates, Inc.,, New | Henry Branstater........ .
York, N.Y. . )

Blliqrroughs-Wellcome Co., Tuckahoe, | Cles Baker._. . ..........

Chilcotte, Morris Plaing, N.J.__._..__.... William Russell......._...

Cibi‘it lgi?maeeutical Products, Sum- | Paul Roder...._..........
m

Olay-i&dams Co., Inc., New York, N.Y_.| Emil Davidson ...........

Commercial Solvents, New York N.Y__| John CroaK.........oconoo

Dohertv Clifford & Shenﬂeld Inc New | Philip Reichert, M.D._._.

York, N.Y.
Edison Chemical Co., Chicago, Ill_______
Cortez F. Enlee, Inc., New York, N.
Ethicon Suture Laboratories, New
Brunswick, N.J.
Fellows Medical Manufacturing Co.,
N ew York, N
Fou era & Co , New York, NY. ...
rolich & Co., Inc., New York,

N Y.
Geigy Co., Inc., New York, N.Y
Gray & Rogers, Philade] Ighia, Pa... -
Grune & Stratton, Inc., New York, N, Y-
Harrower Laboratones, Jersey City, N.J.
Ar%hu]l; D. Herrick, consultant, New
or]
Hoﬂ'man Advertismg, Inc., New York,

Hofiman-LaRoche & Co., Nutley, N.J._
Holland-Rantos Co., Inc., New York,

N.Y.
Johnson & Johnson, New Brunswick,

Jones Metabolism Equipment Co.,
Chicago, Ill.

Jordan Advertising Agency, Chicago, 11 _

Kelley-Koett Co., Covington, Ky._...___

Kiﬁsc}t{itter, Associates, Inc., New York,

Paul Klemtner & Co., Inc., Newark, N.J.

Lati‘:)iteen Medical Laboratories, Evans-
n,

Leo & Febiger Co., Philadelphia, Pa....
Ledetle Laboratories Division,

Lewis & Gilman Inc., Philadelphia, Pa._
Liebel-Flarsheim Co., Cincinnati, Ohio..-

New

Eli Lilly & Co., Indianapolis, Ind. ..
L. G. Maison & Co., Chicago, Il

-| W.F.Krass.._.

OCharles S. DOWDS_-.......

Vice president in charge of adver-

tising and publlc relations.
Sales

. F. D- -
William Laurie. - oco...-

Norman Draper-..........
B. E. Wallacl

Paul De Haen_............
James Scheller.
Loren Simpson............

Robert Anderson........._

George Percy. - oo
Charles Glasser
a

Dr. 8. M. Edison.........
John Johnson. . .o coooenee
Mr. Sanford......coeeenoo

Miss Vahl. ...

Robert Chase. - ---owmemen
Charles Lewis...........-.

Perry Stocker. .. ...
Ed Thomas. ... e
Henry Stratton........_..
Mr, H. Hettrick..........
Arthur D. Herrick........

Harry Hoffman...........

Mr. I. Content...cceeeen-.
Leo Coleonoeoommannns

Mr. P. Hoffman._...c.....

Mr. AlHart..oooceeeeon
Dr.Jones...... :
Charles Jordan.
Frank Teamons..

‘M. Kiescutter

Paul Klemtner
Paul Potter..
R. C. Kocher

Leo Hudson..
Mr. WilcoX. - -coceene
Advertising personnel

David A. Bryce, M.D...

Ralston Lewls.
Vern Curran.

" Dr. L. G, Maison.

Advertising manager.

Assistant.

Advertising manager.

Do.

Vice president.
Advertising manager.

Do.
Vice president.

Advertising manager (specialties).

Sales manager.

Advertising manager.
President.
President.
Advertising manager.
President.

-| President.

Assistant to Paul Klemtner.

.| President.

Vice president.

Director of advertising and litera-

ture.
Advertising manager.
0.
President.
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Companies and individuals interviewed—Continued

Company Individual Title
Mattern Mfg. Co., Chicago, Ill_....._-... Frank Madl Salesm
W{(n Douglas McAdams, Inc,, New | DeForest Ely, M.D_...._.
McllgeilP Laboratories, Inc., Philadel- | Henry McNeil...........- Vice president,
phia, Pa .
‘Albert Carroll. Advertising manager.
Merck & Co., Inc., New York, N.Y...- {George Wolf. Assistant advertising manager.
William 8. Morrell Co., Cincinnati, Ohio. |{{f; Sraring--

The National Drug Co., Philadelphia,

Pa.
Noyes & Sproul, Inc., New York, N.Y._.
Ortho Pharmaceutical Corp., Raritan,

N.J.
Orthogedlc Frame Co., Kalamazoo,
Mich.

Parke Davis & Co., Detroit, Mich........

Pitman Moore Co- .o

Procter & Gamble Co., Cincinnati,, Ohio.

Professional Equlpment Co., ay-
wood, Il

William H. Rorer, Inc., Philadelphia,

Pa,
Sandoz Chemical Co., New York, N.Y_.
ch}eglrley Laboratories, Inc., New York,

Schering Corp., Bloomfield, N.J.........

Julius Sechmid; Inc., New York N.Y...

G. D. Searle & Co, ., Skokie, Ill

J. Sklar Manufacturing Co., Long Is-
land City, N.Y.

Smith, Kline & French Laboratories,

Philad?}})hia, Pa.
E. R. Squibb & Sons, New York, N.Y..

Testagar Co., Inc., Detroit, Mich....... {Mr. 8.7, Heinreck..
J. I}Vj?lter Thompson Co., New York, | H. b} |
Upjohn Co., Kalamazoo, Mich____..___. {%ﬁkEQaé}onggl]:z..
U 8. Vitamin Corp., New York, N.Y___| B. A, Fuchs. ..

Henry K. Wampole & Co., Inc Phila- | Mr. Chiappini

delphia, Pa.
W. R. Warner & Co., New York, N.Y._| Charles Silloway........_.
Robert Wilson & Associates, New York, | Robert Wilson._..........

N.Y.
Wli\rlltjlgrop’Steams, Inc.,, New York,

Yearbook Publishers, Chicago, Ill

Harold Collins

H.O.Ball.oeoooeooe

Mr, Werner......cceeeea-
T. H. Vets....

Sam Fossle....oooveuemnnn-
Dr. OhatlesE Dutchess..

John McDonald, M.D....
hn Pringl

Dr. Frank Stockman......

{Mac Gree .
Mr., Williams_ ...

dvertising manager,

Vice president,
Do.

Director of professional relations.

Sales manager.

Director of advertising.

Assistant director of advertismg

Assistant to Canadian manager.

Vice president of L. W, Frohlich
Advertising Agency.

Public relations director.
President,
Vice president.

Advertislng manager.
Do.
Advertising director.

Vice A)resident in charge of sales.

Z| Prest

Advertising manager.
Executive vice president.
Assistant to president.

Vice president,
Do.

President.
Advertising manager.
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Arpenpix IX

A STUDY OF WRDICAL ADVERTISING AND THE A:RRICAM PHYSICIAN
PART II. THE PHYSICIANMS' VIE''POINT

An Opinion Survey HMade for thé American ifedical Association *

RECOMMENDATIONS T0 THE AMERICAN MEDICAL ASSOCIATION

The two main purnoses of this study were to learn why JAMA advertising space
sales have fallen behind those of HEDICAL ECONOIMICS and ODZRMN MMEDICINE and
how to reverse this trend; and to gather information which will be useful in
promoting JAsh,

The facts uncovered have pertinence in varying degrees to various depart-
ments within the AilA organization., This section of the report attemnts to
summarize the significance of the findings to the Councils, the Business
Office, and the Tditorial Department.

A. RECOMIENDATIONS TO THT CQUECILS

he findings indicate that the crux of the problem of selling advertising
space in AilA publications lies in the fundamental relationship between medical
manufacturers and the Councils.

The solution of this problem involves much more for the A'A then just adver-
tising revenue: - it involves as well the future strength of the leadership
vhich the AYA can exert directly through the Councils on medical products,
nomenglbure, and medical advertising,

The medical manufacturer is torn two ways: he realizes that the AMA's restrain-
ing influence on medical marketing and medical advertising claims, through the
Council Seals of Acceptance, is beneficial for the industry over the long

term, and therefore tends to want to support it; but on the other hand, he
retels against the restraint in specific instances, knows from experience

that he can sell the ohysician on the product without having the Seal, and

can advertise it as he wishes through non-Council-supervised publications.

Seal against the disadvantages of requirements for scceptance and the limita-
tion of claims in advertising, in the specific instance,

The current trend seems to be for the medical manufacturer to circumvent the
AiA by taking his product directly to the physician without submitting it to

the Councils,  Because of this fact, the AMA publications are to an increasingly
large extent barred to him as advertising media, and therefore, he is neces-
sarily relying more and more on ! and M" advertising pa:es to tell his

product story. .

# by Ben Gaffin & Associates, »Chicago, Illinois, August 31, 1953,
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The main reason foi this trend is that the manufacturer knows from experience
that he can successfully advertise and market non-Council Accented products

as long as the product is not a controversial one, and his firm nams is
well-established. To get Council Acceptance in such a case is to bind himself
to the limitation 6f claims allowed by the Council, submit to vhat he con-
siders may be lonq-drawn-out and excessively formalistic negotiations, and
get in return an aoproval which he believes has little or no practical value.

The solution to this problem facing the AMA seems to be four-fold:

1, Review the Council rules, make them as simple and clear-cut
as possible, and eliminate all requirements which are not
essential to the fundamental purposes of the Councils.

2, Streamline the administrative procedures involved in getting
Council Acceptance so as to make it as easy and as quick
as possible for the manufacturer, as long as he meets the
essential requirements.

3, Undertake a broad educational program to inform the American
physician why the Councils exist, how they operate, and vhy
the physician should be prejudiced in favor of products
which bear the Seal; and why the physician should use
generic names in writing prescriptions.

k. Have Council or other top AllA staff members explain to the
medical manufacturers why the Councils exist and how they
operate, what is.involved in getting Council Acceptarce
for a product, and why it is to the manufacturers' long-term
advantage to getCouncil Acceptance whenever possible. This
can be done through speeches .at neetings of medical manufac-
turers and advertisers, through direct mail, through ex-
hibits at medical conventions, and throush nresentations made
to the manufacturers and advertising agencies by the AlA
service representatives. In view of the fact that the per-
sonnel of the manufacturers and agencies are continually
changing, it must be a continuous and never-ending process.

UNLESS THF AMA TAKIS POSITIVE STEPS TO REVERSE THE PRESENT TREND,
THE INFLUTKCE OF THS COUMCILS WILL COI'TINUE TO LESSEL AND THE
MEDICAL PROFESSION WILL SUFFFR THROUGH LOT'ER STAUDARDS OF MEDICAL
HMARKETING AND ADVERTISING. ADDITIONALLY, THT AMA WILL FIMD THAT
ITS PUBLICATIONS WILL ATTRACT A COWTINUOUSLY DECREASING AIOUNT
OF ADVERTISING.

B. RECOMMENDATIONS TO THE BUSINESS OFFICE

The survey of advertisers reveals an underlying belief on the part of the
majority of advertisers that AlMA space-selling and promotion methods have not

kept up with the changing times and the changed comnetitive conditions intro-
duced by the growth of ME and IM. :
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The advertisers generally feel that the underlying philosophy of selling of
the AMA is outmoded: that advertisers no longer consider that the Ai’A is
doing them a favor by allowing them to buy space in the pages of its publica-
tions. They feel, moreover, that the AMA, to get their business, must present
evidence of the value of its publications as advertising wedia, that the ad-
vertising representatives should make a positive effort to convince them of
the value df advertising in AMA publications, and that the representatives
should also give a level of service comparable to that given by the repre-
sentatives of the competitive publications,

Translating this into action, it means that the survey findings reveal the
need for four areas of increased activity on the part of the business office:

1. Do considerebly more, and better, direct mail promotion.

2. Train service representatives better on knowledge of the
AlMA, the Councils, and their basic policies and methods
of operating.

3. Give service representatives more and better presentation
materials, so they will have an opportunity to help the ad-
vertiser solve his problems, and can show him why Council
Acceptance and the AMA nublications will help him more than
ME and MM, and other publications.

L. Exercise more sales-management control over the activities
of the service representatives, to make certain that the
right firms are called on at regular intervals, and that
the men in the field are given more and better support by
the main office. )

Sections I through X of the physician survey findings will lend themselves
for use by the business office both in the preparation of nersonal presen-
tations by the advertising representatives, and for mailing as service pieces
to advertisers. Moreover, there is considerable information which will fur-
nish ammunition to the advertising representatives when comneting against
representatives of other nublications for the advertiser's business.

C. RECOMENDATIONS TO THT JAMA LOITORS

The JAMA readers strongly anprove of the editorial changes made in JAiA in
the last three or four years. This fact should encourage the present editors
to continue their program of JAHA improvement.

One suggestion offered for the consideration of the readers was strongly
approved: that of organizing the original articles in the Journal into sec-
tions -- for example, pediatrics, surgery, etc. This is an editorial policy
decision involving considerations of which the average reader is unaware and
therefor the @ditors may be quite justified in not following the suggestion.
If, however, there are no reasons militating against it, the adoption of
this chanve would be approved by two-thirds of the readers.
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Most of the pressure to take the Saunders' ad off the cover and to expand

the index revealsed in the 1950 survey, was relieved by cutting down the size
of the ad. There is evidence, however, that the majority of readers would be
pleased if the ad were entirely removed, and the snace used for even further
expansion of the Index.

One last suggestion involves basic advertising policy. It is obvious that
there necessarily exists a basic conflict of interests between the business
office, whose primary interest is increasing advertising revenue and the
editorial office, whose primary interest is in turning out as nrofessional
a publication as possible. Often, what will increase advertising revenue
will decrease professional standing.

It is probable that at present, the AIA cannot afford to remove the Saunders'
ad from the cover, even though a more detailed index would be welcomed by

the readers. Lven less, at present, can the AMA probably afford to exclude
non-professional advertising, even though nearly two-thirds of the readers
would prefer it. Tven excluding cigarette advertising, which is heartily
damned by a third of the readers and substantially all of the professional ad-
vertisers, will involve giving up sizable revenue.

It is possible that raising professional advertising standards in the Journal
may result in some conmpensating increase from the professional firms.

It seems to us that the change should be a gradual one, the timing of which
will be determined largely by the rate of advertising revenue increase from
the increased sales efforts of the business office, The steps to be followed,
as we see them, are:

1. Concentrate sales and promotion efforts on professional
medical advertisers. Accept non-professional advertising
which is offered, but do not solicit it from new accounts.

2, Ls soon as financially nossible, exclude cigarette adver-
tising, and other non-professional products which tend to
use pseudo-scientific or exaggerated advertising claims.

3. Remove the Saunders' ad entirely from the JAHMA cover, and
expand the Index to occupy the complete cover.

L. If and when the professional advertising revenues have been
built up to the point where it can be gfforded, establish
the policy of carrying only professional medical advertising.

These steps, premised as they are on increased advertising revenue from
professional firms, will probably require some years before complete adoption.
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AppeENDIx X

THE FOND DU LAC STUDY: An Intensive Study of the Marketing of Five
New Ethical Pharmaceutical Products in a Single Market, Resulting
in Some Theory of Scientific Marketing and Service Programs for Action

A Basic Marketirg Study made for the AMERICAN MEDICAL ASSOCIATION:+
1956

CHAPTFR 1. OBJECTIVES

The Fond du Lac Study Is Part of a Series

In 1950, Ben Gaffin & Associates made its first study for the American
Medical Association on Attitudes and Practices of U. S. Physicians
Toward the Journal of the American Medical Association. This study
revealed to the JAMA editors both the reading habits, and the favorable
and unfavorable attitudes toward the Journal held by the various types
of physician audiences constituting the overall JAMA circulation.

The 1953 Survey of Advertisers

In the fall of 1952, Mr, Thomas Gardiner and Mr. Robert Lyon of the
AMA Business Office invited us to apply survey research methods to
uncovering ways in which the sale of advertising space in JAMA and
other AMA publications could be increased, We outlined for them a
two-step study: A Study of Advertising and *te American Physician,
Part I -- The Advertisers! Viewpoint, and Part II -~ The Physicians!
Viewpoint. The utilization of the study findings netted the AMA a
return of 36007 in increased pharmaceutical advertising for each
dollar spent on the research,

The survey of pharmaceutical advertisers played a part in bringing
about & number of policy changes: the institution of an index of
advertisers, the exclusion of cigarette advertising, and the eventual
dropping of the 58-year old Council Seal of Acceptance Program. )

The 1953 Survey of Physicians

The survey of advertisers also served as a pilot study in orienting

the general survey of physicians on the channels of product information,
which comprised the second part of the study, This Physician Survey
furnished . the information released by the AMA Business Office to the
phamaceutical industry in a series of 20 mailing pieces, the last of
which was sent out the end of 1955,

This survey was designed to give information on: the U. S, physician
market; how physicians learn about new products; comparable information

p. 1-
#by Ben Gaffin & Associates, Ine., Chicago, Illinois
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on detailing, house organs, other direct mail and the medical Journal
as advertising media; attitudes of physicians toward Council Acceptancej
JAMA as an advertising medium; the Pfizer Spectrum insert; physician
ratings of the nine AMA special journals; and attitudes of physicians
toward some JAMA editorial and advertising policies. Designed as it
was, it was necessarily more broad than deep.

Deciding on Another Study

Throughout 195L, discussions were held on the advisability of designing
another study to serve as the basis for a second series of mailing~-
pieces by the AMA to the pharmaceutical industry. The most promising
tonic for intensive and thorough exploration was the pay-off question
of "How Physicians Learn About New Products."

This question is a vital one, since the pharmaceutical industry
annually spends around %130,000,000 a year with almost no factual
knowledge on which to base the allocation of this huge expenditure,.

The Proposal on the Fond du Lac Study

In September 195L we submitted a "Preliminary Proposal" for an
Intensive Study of the Farketing of Some Pharmaceutical Products in
a Single Marketing Area" to Mr, Gardiner and lr. Lyon of the AMA
Business Office. i

The Objectives As We Started Out

The objectives of the study, as far as the pharmaceutical advertisers
was concerned, were given as follows:

"To uncover, in as much detail as vpossible, all rel-vant
facts which have a bearing on the sale of a particular
brand of the selected new and established products over
competitive products, in this specific market., In other
words, we will study the factors which have motivated the
physicians to prescribe the specific drugs they prescribe;
the factors which have motivated the pharmacist to stock
the particular drug and competitive ones; the factors which
have influenced the hospital in selections of specific
drugs to use; and how much each of these three groups
influence each other; and the relative weight of the
influence of each upon each other.

"Among the specific influences upon the doctor, the pharmacist,
and the hospital, we will attempt to study the part played

by the commercial communications channels; detailing, direct
mail, and medical journal advertising; and the relatlive
influence of the professional channels; journal articles,
medical society papers, hospital news, word of mouth, etc.

ppse 1 and 2
by Ben Gaffin & Associates, Inc., Chicago, Illinois
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"As in any sound research project, we will attempt to uncover
general principles from the study of this particular local
situation which may be applied in the future in such a way
as to increase the desired results following from the
application of this new knowledge."

The proposal then went into the reasons for the selection of this
particular area of knowledge to study:

"To our knowledge, no previous study of this type and scope
has ever been undertaken. The area covered is a most
fundamental one on which all major marketing decisions are
based, It is, moreover, our impression that less is known
about this particular area than in any of the less important
areas, though there are more divergent theories, 'seat of the
pants! decisions, and pet hunches, followed in this area
than in any other,

"If this study reveals a tenth of what we have reasonable hopes
of learning, it will enable the American Medical Association

to perform a service for the industry of such magnitude that
the industry will be very mindful of AMA publications when .
setting up advertising media allocations.®

pe 2 - :
by Ben Gaffin & Associates, Inc., Chicago, Illinois
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A STUDY OF MEDICAL ADVERTISING AND THE AMERICAN PhYSICIAN PART IT,
THE PHYSICIANS' VIEWPOINT -~ An Opinion Survey Made for the American
Medical Assoclation

CHAPTER VII. ATTITUDES OF PHYSICIANS TOWARD COUNMCIL ACCEPTANGE

From the survey of advertisers, we learned that the majority of
medical advertisers believe that physicians attach little or no
importence to the Council Seal of Acceptance in the case of a
product which is not dangerous, especially if the manufacturer is
well-known and of good reputation.

Medical advertisers generally believe that the Council's Seal has
considerable value in the case of a new, potentially dangerous
drug; or any drug put out by an unknown firm.

To learn the facts about the attitudes of physicians toward Council
Acceptance, we asked them three questions: : :

"When learning about a new product which is not particularly
dangerous, do you usually have any special interest in whether
or not it is 'Council Accepted,' or doesn't it make any
difference?"

"In the case of a drug which is not perticularly dangerous,
would you feel safer in preseribing it if it had the Council
Seal of Acceptance, or wouldn't it make any difference?"

"Which do you think is usually of greater importance to you
in connection with a new drug -- the name of the manufacturer,
or the fact that the drug has the Council Seal?"

On the first question (see Table 48), the answers of physicians as
a whole broke down as follows: '

71% have special interest,
27% makes no difference,
2% qualified or other.

There are some interesting variations on the part of special groups
from this national average. The physicians who write over 100
. prescriptions per week were considerably more inclined to be
interested in Council Acceptance (85%) than those who write fewer
prescriptions. i

The full-time G.P. is more interested (77%) then the full-time
specialist (68%),

. The physicians of 40 and over were moré interested (73%) than those
under 40 (65%).

Geographically, physicians living in the East were the least )
interested (67%), while those in the South expressed & considerably
higher interest (average, 79%). Physicians living in cities under
100,000 were considerably more interested (76%), than those living
in cities of a million and over (62%).

“Pe 117, by Ben Gaffin & Associates, Chicago 4, Illinois, August 31, 1953
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ArpEnDIX XI

A STUDY OF MEDICAL ADVERTISING AND THE AMERICAN PHYSICIAN ™#RT II.
THE PHYSICIANS' VIEWPOINT —- An Opinion Survey Made For the American
Medical Association

There seem to be no pronounced or consistent differences on the basis
of variations in exposure to commercial advertising channels.

On the second question (see Table 49), the breakdown was as follows:

79% would feel safer,
20% makes no difference,
1% qualified or other,

The same relative differences between various groups holds true on
the answers to this question as on the preceding.

The third question (see Table 50), produced the following overall
breakdown:

55% Council Seal is more important than the name
of manufacturer, ‘
33% name of manufacturer is more important tha
Council Seal, ; .
5% they are both equally important,
3% other factors are more important than either, and
4% undecided.

' There are some differences between the national average and the
averages for special groups which one would not expect from the
answers to the two previous questions. ’

Twice as many physicians who wrote the largest number of prescrip-
tions consider the Council's Seal as of greater importance than the
manufacturer (60% ve. 30%); among those who wrote the fewest
prescriptions, this difference dropped to 48% vs. 39%.

Full-time G.P.'s were highest by type of practice (57% for the
Council Seal vs. 34% for the manufacturer), and Internists attached
most importance to the Council Seal (66% vs. 28% manufacturer) of
any of the specialities,

Most surprising, the physicians under 40 attached relatively more
importance to the Council's Seal (56% ve. 35%), than did the
physicians 60 and over (53% for Council Seal vs. 31% for manufacturer).

As in the preceding questions, the small town physician living in

towns under 10,000 population was relatively more impressed by the
Council's Seal (62%) than by the name of the manufacturer (31%).

pps. 117-~118, by Ben Gaffin & Associates, Chicago 4, Illinois, August 31, 195:
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ArpENnDIX XII

THE FoND DU Lac STUDY: AN INTENSIVE STUDY OF THE MARKETING OF FIVE NEW
ETHICAL PHARMACEUTICAL PRODUCTS IN A SINGLE MARKET, RESULTING IN
SOME THEORY OF SCIENTIFIC MARKETING AND SERVICE PROGRAMS FOR ACTION

A BASIC MARKETING STUDY MADE FOR THE AMERICAN MEDICAL ASSOCIATION, 1956

By Ben Gaffin & Associates, Board of Trade Building, Chicago, Illinois
CONTENTS
Foreword.

Section I. Introduction to the Fond du Lac study :

Chapter 1. Objectives.

Chapter 2. Methods and procedures.

Chaﬁter 3. What the studﬁ‘ means.

Section II. Description of the Fond du Lac market:
Chapter 1. Fond du Lac as a consumer market and medical service area.
Chaﬁter 2. How Fond du Lac physicians keep current on new drugs. -
Section ITI. The marketing of five new ethical pharmaceuticals, and what happened to
them in Fond du Lac from the product point of view :

Chapter 1. The story of Ciba’s Serpasil.

Chapter 2. The story of Eaton’s Furadantin.

Chapter 3. The story of Geigy’s Butazolidin.

Chapter 4. The story of Lederle’s Achromyein.

Chapter 5. The story of Upjohn’s Pamine,

Chapter 6. Some questions raised by the stories.

Sectllont IX;.v\iIVhat happened to the five new ethical pharmaceuticals from the market’s
oint of view :
v Chapter 1. Fifty-five physicians and how they accepted these five new tools.
Ch'taaptgzi 2. '{.‘hi}:teen pharmacists and the addition of these five new inventory items
0 r stocks. :
Section V. An approach toward a science of ethical pharmaceutical marketing developed
from the Fond du Lac study :

Chapter 1. The idea of scientific marketing. :

Chapter 2. The first principle: The reputation of the company preconditions the
market’s reception of the Product. .

Chapter 3, The second principle: The product determines its own market.

Chapter 4. The third principle: The market for the product exists in terms of the
physician types who will understand the product, and need it.

Chapter 5. The fourth principle: Each pl:iyslcian type has its own motivations, and
promotion of the product must be based on the motivations of the types who con-
stitute its market. . .

Chapter 6. The Fifth Principle: For Each Product There Is an Ideal Budget: Falling
Short of It Delays Success and Bxceeding It Is Wasteful. . E

Section VI. Desiinlng a Scientific Marketlgg Program for Your Product.

Chapter 1. A Checklist for Designing Your Next Marketing Program.

Chapter 2. The Rewards of Scientific Marketing,
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(The Fond du Lac Study: An intensive study of the marketing of five new ethical
pharmaceutical products in a single market, resulting in some theory of scientific
marketing and service programs for action—A basic marketing study made for the
American Medical Association by Ben Gaffin & Associates (full text).)

The Fond du Lac Study has been sponscred and financed by ths Anerican
Medical Association as the second in its series of basic studies in phar-
maceutical marketing undertaken as a service to the pharmaceutical industry.

The first study, also undertaken as a service to the phar-
maceutical industry, was titled "Advertising and the American
Physician®", Completed in 1953 by Den Gaffin & Associates, it
was made available as a series of twenty mailing pieces sent

to pharmaceutical companies by the American ledical Association.

The earlier study emphasized, if it did not discover, the
irpartance in physician education of pharmaceutical adver—
tising and promotion to the medical profession. It revealed
that physicians receive a large proportion of their post-

. graduate medical education from the advertising and detail-

ing which are paid for by pharmaceutical companies,

The present study, through intensive investigation of the
marketing of five new ethical pharmaceutical products in

a single markst, atvempts further to help pharmaceutical
companies develop more efficient methods of promoting their
products. :

Is Distribution Still Too Cogtly?

The 1939 Twentieth Century Fund study titled "Does Digtribution Cost Too
Yuch?" indicated that distribution cost paid by drug manufacturers was the
highest of any class of mroducts and that three-fourths or more of the
retail price of a drug was going for costs and profits in the various
stages of distribution.

If one asks today, "Does pharmaceutical advertising still
cost too much?", the answer must be that any unnecessary
cost, any waste of money spent for promotion and distribu=
tion of pharmaceutical products is "too much”, Vhat part
of the £130,000,000 spent on medical advertising this year
will be wasted is another question, but it must run into
8 figures. .

The American ledical Association, as the most important
single influence in the field of medicine, is recognizing
its leadership responsibilities to the public, to the
physician and to the pharmacecutical industry in sponsoring
this series of basic marketing research studies. By help~
ing the pharmaceutical industry do a more effective pro-
motion job at decreasing costs, it helps make the promo-
tional efforts more useful to the physician w#ith less waste
of his time and it helps the public obtain better drugs at
lower cost.
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Phapmaceutical Varketdng Research :

Marketing and opinion ressarch is a now field, which ths pharmaceutical
industry is just boginning to discover. Yet, although this industry has
been sardwhat elowor than some othor industries to discover its wvalue and -
uses, tiore is every indication that the pharmaceutical industry is now
lsarning more at a faster rate about the real possibilities of marketing
ressarch than other industries which have been using it for twenty years

oF MOre.

Yot, the pharmaceutical industry is spending only tenths of mils for market~
ing research compared with thousands of dollars for laboratory and clinical.

. yesearche :

Ths pharmaceutical indwtry has recognized the importance and
msed for product rescarch as no other industry has. It
annually plows back into the develomment of mew products a
greater porcentage of its earnings then does any otler industry,.

As the pharmaceutical industry learns more about the benefits
of marketing resiarch, this great discrepancy in allocation
of rescarch funds will be adjusted., Efficient marketing will
be granted more impcrtance than before in the industry's
total contribution,

Scrad _Rocaarch Philosophy

Tho pharmaceutical industry is enterirg into marlet and opinion rescarch

at a sufficlontly advarnced stage that it can avold some of the pseudo= .
scientific fads and eccaps som of the faulty gencralizations of fledgling
rescarch offcrtss The Fond du Lac Study can holp the industry develop a
sound philosophy of market and opinicn research.

Tho cornarstom of this ph:llo:opﬁy is the appreciation of
tho individual and tho recogniticn that all markets are

pcopla s .

Thoe Ford du Lac Study shoss that thore is no such porson as

an "averayd doctcr", Tiwo industry will sce that its promo=
tional efforts are not dirccted at "ths Awsrican physician®

but to all or part of tho 160,000 individual huran beings

who are also physicians. Any catogorization of thess individuals
48 made solely for the conveniercs of poople who have to

deal with them., Althoush such categories may be usoful, it

must be rerambored that they are basically arbitrary —— the
160,000 individuals.and not the categories are the reality.

In studying man, it 1s either convenisnt or fashionable somee
tiras to view him throuch the eyes of tho psychologist; saue=
timos through the eyos of thy econcuisty somotimes through
the eyas of the sociologist; the anthropologist; and the
historian. 1o can and somotimds we have to use tha tools of
ths various sciences, but wo should not malc the mistake of
confusing what is only th3 man made categaries of the
specific soclal-science with the actual persons.
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Bach one of the 160,000 physicians in the U.S, is first and foremost an
individual buman f :
Ho starts in life with a physical make-up including
glandular structure, which gives him a certain tempere
sment and predispositions which are the heritage of
his ancestors. He grows up in an individual fenily
environzent where h» is exposed to certain cultural,
~ soclal, psychological, educational and other influ=
ences which mold his views and attitudss and behavier
patterns, and to soms extent modify the organic strusture
through which hs acts. After recoiving a basic educa=
tion in his local environmont, he is exposad for several
years to the study of the basic sciences, and then fop
soveral more years to clinical studies. After a year
or more of apprenticoship, he begins to have other human
‘beinzs cc=3 to him for treatmsnt for physical or emo=
ticnal difficulties, ;

Attor ho finiches his mdical school, he seldmm or
nover gats any additional formal edusation. Most of
the now idsas which he gots come from rea from.
formal or informal discussions with other doctars, froa
printed advortisin3 to which o is exposed, and to &
lorge extcat, from dotail mon from various pharpacou=
tical fir=3 with rhica ho talks for a fow minutes nearly

evory daye. )

A3 a hunan boing, hs is comparatively quick or com=
pratively clcyj ho is comparatively hard=working or hs
is cozpzratively lacys e is friendly or crabby} social
or eolitary; happy @ unhappy. - His mcening contacts
with his wifo end childron affcot in a groater or lessar
dogrea his attituds toward paticats, tozord co-worlors,
and tomard dotail ron. Hla basic teoporeonk, nodified
by his daily intcrpersonal relations, inflvonce all his
actions and attitudes to somd extent. , :

His hran=beingmoes is modified by his being a phyoiolan.
As a physician, both society and ho himsolf cot up some
principlos of bolief and bshavioer which tend in cortain
recpects to make hin more 1ike othor physicians than
1ik3 other groups who have difforent basic intorests and

approachos to 1life.
Safe Gan qtio )
V%o can safoly make a nuaber of genoralizations about all human boings as

human btoings, including that thoy are social animals vho are happlest
when they have the respoct and attoodqn of the piopls around theme
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an safely make some gersralisations about the 160,000 human beings
are ths practicing physicians in the U. S.t that as physicians,
tond to be idealistic, and that talkesn as a group they tend more te
tivated by helping mankind than do other groups, sush as, used car
. ; :

W can mlk® furthar, more specific generalizations about physiclans on
the basis of types of practice; For exampls, that the internist usually
tends to be more of a student and %0 be somewhat more motivated by
scientific proof than is the dispensing gereral practitionsr.

Ve must always remsmber, however, that these are gemeralizations which we
have made only fa our oan convenience, that the individuval physician is
the ultimate reality, and that we must make our generalizations fit the
individual and not vice versa. :
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Ve wish to acknarledze the very gemsrous cooperation which we received
from nsarly everyons we approachd. %e are espacially grateful to the
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that there are no escrots in pharmacoutical markotinge
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includod products only of companies that were willing
to cooporate in the study. -

Vie thank the cfficors and mnbers of the Pharmacoutical Advertising Club
of Maw York who gave counsel and took a continuing intorcst in the study.
¥ost of all, wo want to thank tho physicians and pharmccists of Fond du
Lac, 'dsconoin, who wore €0 hospitable in giving of thoir tims end holp
in the interviews. ‘o alco thank tho intervicwors who workoed with us on
conploting the background and <¢zpth intorviows with tho physicians and
pharmacists, and the men from the University of Wwisconsin School of
Pharmacy who mada the prescription audits.

Finally, we hopa that this report will satisfactorily repay the Anericen
Madical Association for its financing of ths Fond du Lac Study. We ap=

preciato the patience of its executive staff in allowing us the tims in

which to dovelop a tharough report.
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SECTION I. INTRODUCTION TO THE FORKD DU LAC STUDY

CHAPTER 1. OBJECTIVES

The Fond &y Lao Study Is Part of a Series - -

In 1950, Ben Gaffin & Associates mads itsfirst study for the American
Medical Association on Attitudes snd Practices of U. S. Physiclans Toward
the Journal of the Amoricen ¥2dical Association. This study revealsd to
the JAUA editors toth the reading habits, and the favorable and unfavore
abls attitudes toward the Journal held by the various types of physician
audisnces constituting the overall JAMA ciroulation. -

1 Surve Advertiser

In the fall of 1952, Mr. Thomas Gardiner and Mr. Robert Iyon of the AMA
Business Office invited us to apply survey research methods to uncovering
ways in which the sale of advertising space in JAMA and otler AMA publi-
_cations could bo increased, %o cutlinad for them a two-step studys A
Study of Advertising and the Ar>rican Physician, Part I — Tho Advertisers!
Viewpoint, and Part II — Th3 Physiclens® Viewpoint. T utilization of
the study findings nstted tha AA a return of 3600% in increased pharma=
ceutical advertising for each dollar spent on the research.

The survey of pharmaceutical advertisers played a part in bringing about
a numbcr of policy chanzest  the institution of an indox of advortisers,
the exclusion of cigarctis advertising, and the evontual dropping of the
58~ycar old Council Scal of Accoptance Programe ,

Tha_1953 Srevey ef Phyolcians

The survoy of acvortisors also eserved as a pilot study in orienting the
genaral survoy of physicians on the channels of product information, which
compisod t}d socond part of the studys This Physician Survey furnished
tho information reloascd by tkd AMA Fusinecs Office to the pharraccutical
industry in a serics of 20 mailing pleces, tho last of which was sont out
the end of 1955, - . )

This survoy was designed to give informaticn ons thoe U. S. physiclan
mewlkoty how phycicians loarn about nsw productsy comparable information
on datailing, howse crgan3d, othar diroct mil and the medical journal as
advertising mudla; attitudas of rhysicians toward Council Accoptancej
JAMA as an advertising rodiumg tho Pfizer Spsctrun insert} physician
ratings of the nind AMA spscial jJourncls; and attitudes of physiclans
toward same JAYA editorial and advertising policies., Designed as it was,
it was necessarily more btroad than deep. :

Dacidingz on Anothor Study

Throughout 1954, discucsions were hold on the advisability of dssigning
ancthor study to serve as th3 basis for a second sories of mailing-pleces
by the ANA to the pharmaccutical industry., ‘The meat promising topie for
intensive and thorouzh exploration was the pay-off questicn of “How
Physicians lsarn About Kow Products®. . .

This question is a vital ons, sinco ths plrarnécouucal industry annually
spends around_&g%%o a yoar with almost no factual knowledge on
~ which to base the allo on of this huge expenditure. )
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The Propossl on the Fond du Lao Stuly

In Septembar 1954 we submitted a "Proliminary Proposal® for an Intensive
Study of the Marketing of Some Pharmaceutical Products in a Single
Yarketing Area™ to Mr, Gardiner and Mr. Iyon of the AMA Business Office.

b ect. Yo Started

The objectives of the study, as far as the pharmaceutical advertisers was
cancernsd, were given as followss : !

"To uncover, in as much detail as possible, all relevant
facts which have a bearing on the sals of a particular

brand of the selacted news and established products over
ecoetitive products, in this specific markst. In other
words, we will study tha factors which have motivated the
physicians to prescribe ths specific drugs they prescribes
the facters which havoe motivated the pharmacist to stock .
the particular drug and cozpstitive onas; ths factors which
have influsnced the hospital in selections of specifis

drugs to usej and how much each of these three groups ine
fluence each cther; and the relative weight of the influence
of each upon sach other, :

“"Among the specific influsnces upon the doctar, the pharmacist,.
and the hospital, we will attempt-to study the part played

ty tho cc=usrelal cormunicaticns channslsy  datailing,

alrect mall, and mcdical Jowrnal advortising; and the rele
ative influonce of the prafessional channels; Journal
articles, medical society papers, hospital news, vword of
mouth, ete.

"As in eny cound recoarch project, wo will attompt to uncover
genoral principlos froa the study of this particular local
sitvation which may bs arplicd in the future in such a way
as to increamtho dosired results follovuing fyon the appli=-
cation of this new knouledge.”

Tho proposal then went into tho reasons for the salection of this partice
ular arca of knowledgs to studys .

"To our knowledge, no previous study of this type and scope
has ever tcen undertaken. The area covered is a most
fundarental one on which all major marketing docisions are
baced. It 1s, moreover, our impression that less is known
atout this particular area than in any of the less important
areas, through thore are more divergert theories, *seat of
tl» pants® decisions, and pot hunchds, followed in this:
area than in any othere . : Co

®If this study reveals a tenth of what we have reasonable
“hopes of learning, it will enabls the Amrican Lidical
Association to' porform a scrvics for tha industry of sush
magnitude that the industry will be veory mindful of AMA
publications when sotting up advertising modia ellocationse®
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The proposal then recommended dpulom a series of separate drug case
studies, with the marketing of each product studied from eight separate

approachess

Q1)

(2)
(3)

(s)
(5)
(6)
(7

(8)

43 product

the marketer and the program which he developed for
the drug .

the detail msn and what he did in the specific market

the sales audit to enable us to trace prescriptions
to specific individual physicians

the pharmacist, and his comments, criticisms and
suggestions on the product marketing

the influence of the hospital on the marketing of - -
the products

the influence of the local medical‘aoeiety on the
narketing of the product

the influsnce of the clinie¢s on the marketing of

the influcnces acting on the physislans ®Intsnsive
intorviovs with tho physizian -~ possibly a series
of interviews will be required «=- will uncover in’
28 ruch dopth as possible ths various factors which
have influenced the physicisn in his personal use
and preseribing of tho products. Among these ine -
flucnces vill be the formal ones — the dotail man,
direct mail advertising and journal advertising.
Thore vill also bo the inforral influsnces — word
of mouth cormonts of othar physicians, hospital
staff retings, etc.®

Tie_Objectives As Ve See Thom Now

In retrospsct, now that ths Fond du lac Study is completed, ve feel that
ve have rore than accomplished the original study objectives. It has
been the most complex study we have undertakon, both because of the am=
bitiousness of our goals and because of the tremendous amount of data of
all kinds which we sccumulated, which have recuired months of studye

We would now add the following objectives to the 1ist of
thosse ve contemplatod originslly. To describe the

- markating of new pharmaceutical produsts from two points
of view w= from tho viewpoint of the now produet and
from the viswpoint of the market, To dotormine as far
as possible why and how the recoption given different
typos of pharmacoutical products dif fers so widely. To
analyze why a ccrtain few dostars account for the bulk
of the prescriptions for ons drug and another group for
the bulk of prescriptions for anotler drug.
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To btring the findings together for a final cbjective we
would seek the gencral principlss that might be applied
to the marketing of other mew drugs =~ even to the

developmont of a farmula to be used as an advance cheek

1ist for scientific marketing, .

In the following sections of the report it «dll be seen that the Pond du
lae Study furnishes a basis for advancing knowledge along the lines of
all the objsctives we have mentioned, We would bs the last to say that
this ome study contains all the amswers, or even.a single final answer
for any one objective, but it doss give better understanding of all of
them and wnderscores what, once stated, may appear to be sce self:

evident truths. «
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CHAPTER 2, METHODS AND PROCEDURES

The Fend du Las Study was authoriesd the end of September 1954. Detween

ths authorization of the study and our talk on the study to the Pharmacen=
tical Advortising Glub of Ksw York in April 1955 the following study steps
were conpleteds : : .

Selection of e Marketing Arey

It was decided that ths marketing ares would have to be located in the
Middle Yost, since each of the other geographical areas seecm to possoss
stronger regional characteristics. Soveral dogen potential markets were
conoidered and discardod because of various factors which would have made
the complotion of the field work more difficult or impossible.

Wiisconsin was recommended by Dr, Frank Dickinson of the AMA on the basis
that it has one of tho best state modical statistical reporting offices
in the country. Mr. Earl Thayer, tho Public Information Directar of the
Wisconsin State ladical Socliety, discussed possibilitios for solection and
finally concludad that the Fond du Lac area was the beat omd for owr
purposes, since it is reascnably close to the U, S. average in terms of
population per active physician (U, S. 958, Oshkosh, Appleton, Fond dn
Lzc, Primary Comter, 1180) hospital beds per thousand population, pro-
portions of variocus spiclalties of physicians, mixture of agricultural
and incustrial employmeont, and lack of predominating neiionclity extrace
ticnss Tk2 fact that this cornunity is insulated from strong university
influanes, thoush not icolatod; tho fact that moarly all of the doctors
in thd eroa aro on tha staff of the sem hospital, bolong to tha same
coundy macdlecal sceioty, and in gensral are expocad to the sams influonces
.to a much rore equal degree than in other markots that were considered =-
all of thoge factors lod to choice of Fond du Lace

ProMirin~ry Invertiration ¢ thy Pend du Lac Varket

A rrolimirary inzectigation of tha marloting erea was meade, statistics

ore gathored ca tha compocitien ef the mirkot and intorvieus wore made
vith cach of ti 1li pharnaciss in tho aroa, all bub ond of which agreed
to ccoporato on tho study. Vo lnarrad from other sources that this cne
excoption accounted fer probably fewer than ten proscriptions per month.

Tho fact that ths study director had lived in this test
market was of considerablo help toth in understanding
sor3 of the influences which might not have othorwise
beon waderatood and in obtaining the coopcration of the
large nuzber of people without whose holp the study
wculd have been impoasible, _

Perconal Dlgcu--4ony with l’mizfactm‘og

On the basis of our tallks with ths Fond du Lac pharmacists, we made a
proliminary liot of fourteca drucs in varicus fioclds of therapy which
soc>d suitabla on a tentative basis. W thon discussod the concopt of
the study, Fcad du lac as the tentative markot in the study, ths list of
tentative drugs, and the willingnoes of the manufacturer to coopciate
with fouwrtcen advertising managors of pharmaccutical marmfactwring firms.
Lr. Richard L. Kull of Smith, Klino & Fronch was very holpful on roviews
ing the tentative drug eoloctions. As the result of these talks, final
golaction of the drugs to be studied was gade.
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Doyolening Studz Plan end Procedures

Many poopls with whom we discussed the stuly during the following weeks
mads halpful suggastions regarding the study plan and procodures. Mong
these were Mr, Gorald L. Iong and Mre Spencer M, Fossell of the New York
Pharmaceuticsl Advertising Club,

During Yarch and April of 1955 we finalized the study plan and procedures.
Yo decidod first to interview each of the 55 physicians using a formal
questiomaire which basically covered the sam informstion as that in the
1953 national study on advertising and the American physician. This ques~
uox‘::airo d::: modified to include questions. regarding the specific. drugs
to stu o

Ve planned also to audit prescriptions in all Ford du Lac pharmacies to
end up with a geparate IE! card for each prescription on the five drugs
we wore studying and the principle corpotitive druzs in each of these
groups. Ey this mthod wo could analyze not only the total salos figures
for each druz but also bty individual physicians and we could study
practices of indlvidual physiclans rogarding the drugs separately and in
relatién to each othor. '

Arred with the bzckrround information on each physician, and with a table
showing what prescriptions tha physician wrote during the audit poriod,

w3 would then go back to the physician for an inforral discussion interview
during which wo would probs into ths factcrs which lcd him to do what he
did. : .

In Aril 1955 vo c2t1imd tho fiml stuly plons 4in a talk to the
ow Yopk Pharracoutical Advortising Club,

Pirsicton Bicl-rovnd Interviows
The physieian baclksround intorviews were comploted dupdng May 1955,

Tz quostions aclzed in tho backoround intorviews are
roproc:ctd belews Tz bocklot rofericd to in the
quastions was moroly a convenisnt rcothod of plecing
tho lsts ef advortising meodia, druzs, medical
Journals, end pharmaccutical compzay house organs,
in front of ths physiclan for his consideration.
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Plysician Background Interview

1. There are so many new drugs being developed todsy that it is hard for
: a physician to loep eurrent. Which one of the msthods listed on the
front page of this booklst do you find most importamt to you person=~

ally in learning ebout new drugs? .

ADVERTISING IN MEDICAL JOURNALS  NATIONAL MEDICAL CONVENTIONS

COUNTY MEDICAL MEETINGS PAPERS (R ARTICLES IN JOURNALS
DETAIL MEN STAFF MEETINGS AT HOSPITAL
DIRECT MAIL FROM DRUG PIRMS OTHER

2, If you will turn to the second pege of that bocklet, you will find a
1ist of druzs: Yaich onos of thea have you prescribed?

FURADANTIN ACHROMYCIN PAMINE  SERPASIL  BUTAZOLADIN

3, Sincy thoy aro all fairly new drugs, can you tell m what menth you
firot [wescribed them? ) .

he Voro did you happen to gt ths information about which led
you to proseribo it? Inywhere oleg? :

5.. . As you remmbor it, which of the five drugs have never beon dlscussed
“vAth ycu by dotail men?

6o Thich of tho six drugs have you ever received as samples?

7. Othor tho tho sarpleg you reéoiie, do you evor disponse drugs your-
: g01f instocd of writing a druggist's prescription?

8, (IP "YES®): Which, if any, of those five drugs have you
disponsod yourself? . :

9. In writing a prescription, how do you usually designate it — by .
trade-namo, namd of mcaufacturer, or how? _

10. About how many prescriptions did you happon to write in the lest
2 daya?

Basides the medical profession's efforts, medical manufacturers spend about
160 million dollars every year to inform physicians about now developmentse
By ancworing the following quistions as accuratoly as possible, you can
help have this money spent in ways that will do physicians the most good.

11. Of the four sources of information from mnufacturers, which ons do
you find p~3t_vorthuhils for leaming about now products — medleal
Journal advortising, capany periodisals, dotalling or direct mail?

12, Which do you considor lazot worthhile to you personally?

Now I'm going to ask sczo quistions about your reading of modical journals

and publicationss Wo roalizy you have littlo or no tim for reading, and

that 1t is probably intorrupted, Eut even if it is hard for you to do,

plear3 try to_anamer thoco quoctiens es ac ratol,: end as cormlatoly as
Se -

ooibla, bacavio wd ero poin to

Xy
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13. mtbthirdpacooftbbookhtthonhanotctlindiulpvb—
licatione, Vhich of these domhappu to receive?

AISRICAN JOURNAL OF MEDICAL Sﬁm
AZRICAN JOURNAL OF SURGERY

ALZRICAN JOURNAL OF OBSTSTRICS & W
ANTIALS OF INTELNAL MEDICINR

AIIALS OF SURGERY

ARCHIVES (F INTERNAL MEDICINE

CURRENT MEDICAL DIGES?

G. P

JOURNAL OF THE ALZRICAN MEDICAL ASSOCIATION
VEDICAL ECONOLICS

MOIGEN VEDICINE
IEDICAL TIMES

PEDIATRIC3 ‘
SURGIRY, GYTCOLOGY & ORSTETRICS
SURGICAL CLINICS OF FORTH AMERICA

11;; Yhich of theea publicaticns on the 1ist have you happened to read op
lock throuzh during tho last 30 daye?

15, Froa tho peint of view of usofulncas in your everydsy practice, which
ond of theza prhlicatdcas on tho list do you oonsidcr mosgt valuable

. %o you porconally?
16, Viich putlication & yeu feel mast duty-tound to read?
17. Vhich publication do you enjoy reading the most?

18, You no doutt kney that tho AMA has discontimnd ita Council Seal of
Acccptgnce.‘ Do you think thoy should have dropped tho Council Seal,
or not . : ‘

19, thy do you say that?

20. Do you happon to read the Jowrnal of the American Ledical Association
ood-tly, == that 1s, at least half the isgnes?

21, Have you noticed any changes in the AMA JOURNAL in the last three op
four years?

22, 23, (IF "YES"): Vare there any changes you especially liked?
Which ones?, .

24y 25, Were thers any changas you didn't like? thich cnea?

Another mthed mny drug f£ists use to inforn physiclans about thoir products
are ccnpony pardediec)s, aleo cal;od *house orjans®, )
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26, On tis fourth page of the bocklst is a list of eleven campany periode
icals p\;t out by l.udilg drug firms, Vhich of thees do you happen to
recdive .

Abbott Laboratories -~ WHAT'S 1BW
Hoffmsn LaRoche == THERAPIA
ledorle ~- BULLETIN

El{ 1illy ~- PHYSICIANS BULLETIN

Morck - MERCK REPORT
Parks Davis — THERAPEUTIC NOTES

Pfizep -~ SPECTRUM
Sharpe & Dohms — SEMINAR

Schoring —~ MEDICINE IN THE NERS
- UpJoln =~ SCOPE
Ciba <= STMPOSIA

27, ‘Vihich of thess do you usually read or look throught

8¢ Vhat compa!w do you think usually does the best Job on :l&s period-
1cal?

Now for a few quastions on diroct mail medical advertising

29. About hox many pleces of medical direct mail adveru.éing {other than
poriodicals) have you reccived dwring the last 7 days == as close an
estincts ag possible?

35. Of thoso, about how many pinces have you read or looked at during the
last 7 days?

31. Uho usually docides which pieces you will read — do you lock them over
yourself, cr doos your girl weed them out first?

32, On what basis aro thoy weeded out — by company, type of product,.
sampls, appaarance, o how?

33. F¥hat company do you think usually does the best Job on its direct
mi)?

The last method, though the most exponsive, which modical ranufacturers

use to maintain contact with physicians is the detail man.

34e Do you usually see all detoil ren that call on you, or do you make it
a practice to see only sc, or nong of them?

35, On what basis do ycu selact those you see?
36. About how many detall men have you gocn during the last geven daya?
37. Vhat campany do you think usually does tho best Job of detailing?
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Now a few qunuom on probuiom). -onmo.

38, Did you ltund the AMA moting 4in San hancioco last m*l

39, Did you attend the AMA meeting in Miami last Decembert

¥, Do you plan to attend the AMA moﬁng in Atlantio City in June?

k1, How many state medical conventions have you sttended 1n the last
twelve months? .

42, How mery local or county medical society meetings would yon say that
you attended in the last twelve months?

A3, Have you attended any specisl metinzs with cther dostcrs in the last
twelve months? What orgz_mizaﬁ.ona were they?

Whe Ploase turn to the back pzze of ths bodilet and tell me which one of
theso categories best describes your present practice.

FULL-TDE GEZNERAL PRACTITIONER

FULL-TIME SPECIALIST

GZIZRAL PRACTITIONER “TTTH SPECIAL INTEREST
FULL-TDE EVPLOYEE OF CQLLfERCIAL FIRM -

45, That is your spociality?

EYE, EAR, NOSE & THROAT PEDIATRICS -
DITERIAL LIDICIIE SURGERY
OL3TCTRICS & GYLECOLOGY OTHER

L6. Do you hold a certificato fron tho Anericen Edard in your spcciality?
47, Aro you affillatod with eny heapitol of clinie? Thich onsa?

48, Are you & mcobop of ths Amorican Modical Assoclation

49, How many years have you béén practicing modicine? , ‘
50. And how mony years have you been px-actiéing in the Fond du Lac area?
51, That medical cchool did you attend? '

52, Do you expact to be in Fond du Lac most of next month == June, that
13, or re you planning your vacation than? mnn will you be aw?

The Prc°0v$ ption Audits

Ve retairsd *illiam 8, Apple, Ph.De, Asolstant professor of Pharmacy
Adainistration, at ths Ualveroity of \iicconsin School of Fharmacy, to
undortake the aulits, ki erranzod to have tvo graduate pharmacists, Mr.
David Sendors and L. Fotort Harzil who were working on thoir doctorates
in pharzacy adzinistration to mals the sudits in thd 13 pharmacies which
wore cooporating in ths study. Thoy made a sslection of conpotitive
drugs in vzch of the five fiolds of therapy and ccapleted the audit as
thoir eontribuﬁ.on to the study.

81-280 O - 69 - pt. 14 - 23
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The budget did not allow for: doing an audit: of the entire
yoar's prescriptions; so that four singls wesks equally
apaced were covered: ‘beginning lay 9, 195hs September 12,
195&! Jamary 9, 19553 and May 8, 1.955.

‘!h- compotit&vo dmga which were aohmd for 1nc1ns5.oa h
- the audit are shown lere under each of the five which we

~were studyings
chrm;g : P '
7 Aurecmycin %‘n with Phenoburbitd

.- Chloromycetin - ‘Antrenyl
Ilotyein ° ) . Banthine
Terranycin . Banthins: with Phonobarhiul.
Tetracyn. Co~Elorine

e R

s Q% E
Pabalate . - Pro-Banthine with Phenobarut.al
Pabirin

- Sodiun Salicylate ‘Serpasil
Sodiun Free Pabalate Raudixin

: Raused
radintin . “. Rouwdlodd -
¥sndalonine : Raserpoid -
- Pyridlum-- - - Sorpasil with Apx'oaonno

Sorenium - Thorasine
Sulamyd )
Thiosulfil ‘
3 hove:sines lsarmd that‘aome of the above drugs are not

ecnparable and that soms otksrs should probably have been
included,

Por tho purpcse of the avdit, IEf morking-sonoing -cards were
used for laior punching and tabulat.ing 'ﬁn audit was made
dnring Juno 19550 N

Ti® informal interviews with physiciam and pharmacists were completed the
last of Juns and the first tvo viecks of July 1955 by lire "illiam Chappall,
research dircctor of Abbott labaratories, who was intesrosted in observing
our zothods, and thres Eon Caffin & Assoclatos staff mnbers, Lassrae
John Flahex't.y, H.sl litchell amd Ban Gaffin, -

Pricr to each 1nterviev, tha intervievor reviened the backgrouzd question-
naire and th» preseription audit tabulgtion report for the physician whon
he was going to intervlow. .

To- inswe cqxzparabmty of t.haeo uterviova, a B-patnt. topi.c nst was
dovelopad which each interviewsr carried and referrod. to during the: course
of the interview. As an experimnt, most of tho interviexa wore tepe
recorded, with the pormission and prior knowledge:of -the physician,. These
interviews, sone of which wandored far afisld, wore: :later thoroughly edited
in our office and transcribed accurding to an uuhhw ana].vsh out.nno .
The topic list followss
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~ TOPIC LIST FOR INFORUAL INTERVISH
1. Attitudes towsrd the comparny. 8. Professional npressiens

2. Attitudss toward the product. 1, fa;(:;rh: ctx;),jowh
3. Doos he presoribe 482 - - 2. 1bdical metings (which?)
-Exclueively or with eomh , 3. Hogpital staff meetings
itive produst. (What?)
O be Othor Doctars (m’ when,
h. What doss he prescribe it fort : where, what?)
2 5. - His clinic influence
5, Wien does he first remember - 6. The drugelst influsnce
hearing about it? Where? 7. T hospital influence

8, The local medical society
6. What was the direct occasion
for his starting to premih 9. Whore did he learn dosags,

it? uses, ete?
7. VWhat othor impressions were . 10, What exporiences has he had
made? o * 'with the drug?

1, Dotail men (¥ho?) 1. Doos o still uss b .
2. Direct meil (Vhat ldnd?) s o still ugs the drug

3. Ads in Kadical Journal 12. Does he expect to continuwe?
" S (\ﬂﬁcl;?) , ihat is his present attitude?

suz.nmm

13. Is f(.lore)any parucular way ho pretera to laam about new wodncta?
Why ?

l’h*v«ac‘m*icol ) Mele)ig ?rrtureg Intervie_t_ag = S

While tha phyoician 1ntcrv10ws were being comolcted, wo doveloped and sent.
out a quistiomalroe to each of tho monufacturors who had agreed to cooperate
vith us cn tho product ctudys Ciba, Eaten, Goigy, ledsrle, Upjohn. The-
cuost.lona, which cc.vered the manufncturer'a marketj.ng program for the drug,
follows ;

Lamxfacturer 's Qumionnain :

The Amrican &dical Assooiation, as'a contribution to pha‘maceut.ical .
marketing, is financing this study of the markoting of five ncn-competitive
ethical druz productss * Ecsentially, it is-a study of how physicians lsarn
about now products; and what lsads them to etart pwescribing then. :

Tho information you furnish hore will be hold in strict conﬁdence. !ou
will have an oppertunity to approve ar-disapprove the wbncation of ‘ay
of this informatiocn bofore it will be mo]pand. :

If we can get ccng}.:tafhlorndon I:n c:a; ﬁ.ﬁre::n !.tt-in gfm the otw
more worthzhile, h for oplo and far the ustry o
management chooses not to. g:‘ia?;n ‘this information to. us,'wo sha lnvc .
to uge estimates of xat the figures arve. . .
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Ve sincerely believe that you will be lelping your own company, as well
as the industry as a whols, by cooperating fully. Wo, on the other hend,
will cooperate dthyouwwtumlhcanythmvhlchnim injure youws
company o its interests,

1. (a)
(v)
(c)

@

(o)

Was this a product of yow campany's own research, or was it
obtained by licensing, purchese, o how?

How long altim lapsed from the time you first began working on
the idea of this product until you started full-acaln marketing?

Did you do any marketing research on 1& - test markets, omplo
surveys, oto.? (P]nao describe) :

Yhen did you first market the produst?
Wron did you begin national distribution?

2,  Approximaiely how much do you figure it cost your company to tring
the product to the point of marketing it?

3, (3)

(v)

Vhat did you consider as the main use (s) for the product at
tho tims you first introduced it to the marlmet?

Was this original concept of its uses modified later? (:lf
"Yos") In what wey? Fow did this happen?

be That was the overall merkoting and promotion program you followed in
introducing the product to tho market?

(a)
(v)
(c)
(d)
(e)

(£)

Proliminary sampling or testing -~ what, when and estimated cost.
Exhibits at modical msetings =~ wvhat, when and estimated cost.
Detailing = what, whon and estimated coste

Diroct mall == what, when and ent.innted cost. (Please furnish
copies of represcntative ads)

Vsdical journal ads == vhat, when and estimated cost. (Ploase
furnish coples of representative ads) '

Other == what, when and estimated coste

5S¢ Uhat information, ‘tavorable or unfavorables, about the product went to
physicians through the national profescional channels, to your
knowledget

(a)
(v)

(o)

Papors or articles in journals — how many? (Please furnish
examples or bibliography, if possibls)

Papors or articlss at mdical motings -~ hoy many? (Please
furnish exanples or bibliography, if possible)

Othor == what,when? (Purnish vaw materials possible)
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6. (a) In the Fond & Lac, Weconsin marketing area (Fond du lac and
, Chilton), what detall mn or men have detailed this produet?
(names, addresees and phons numbers).

(b) VWould you have any objection to owr interviewing this man
(thess mn) on exactly what e (tloy) did, and when?

7. Our study plan calls for studying the local professional influences,
and then infarmal intorviews with each of the 0O-soms physicians in
the Fond du Lac=Chilton area and with ths 12 pharmacists there. We
will do ouwr best to learn which of the influencos directed at the
physician and pharmacist concerning your product registered, and which
wore the major and contributcry influances in gotting him to prescribe
your product (if he doos prescribe it). We have started an audit en
the sale of yowr product in ths 12 pharmacies in this area, by physicien,
to loarn the relative valus of the results of the various influences.

Do you'havo any suzgastions or criticisrs vhich may help to make this
study of greater valus to you and the indusiry? If so, what?

tatl 1n Intorvie

Each of the cooperating pharmaceutical manufacturers furnished us nams
of the dotail man or mon who dotailed its product undor study in the Fond
du Lac arca from the time the product wes first introduced to Mgy of 1955.

We wrote each dotail man enclosing en interview outlins as well as a list
of phyoicians and pharracics in the Fond da Lac area to refrosh his memory,

At our requast, theco mr; telephoned us instead of malling their replies.
Theso intsrviews, which lasted from 30 minutes to 2} hours, wers recorded
and wore later analyzod and typod in cenvenient form, .

These telephore interviews were mads the last of July and the first of
August 1955, ’ :

The questions which wo sent to the detail mon for discussion over the
telophone viere as tollowa; )

Dotail Mon Interview Outline

Ve are interosted in gathoring as much factual data as poasible about yoixr

activities rogarding the rmarketing of the drug in the Fond du
Lac area. Yow answers, as accurately as you can estimcee them, will

prove of valus to the AA, the physiclans, yowr company and ultimately to
you, All quastions refer only to efforts made in ths Fond du Lac areas

1. How did your compeny introduce the product to the Fond du Lac
phyaicians and druggists?

2. Thon did you begin to dotall this drug? Year ‘Yonth ?

3. Was much dipect mailing done by your corpeny rogarding this drug
beflore you bczan dotailing 1%? After you began dotailing it?

4y Approximately how many hours did you spond famillarizing yourself
with the drug before you began dotailing it in Fond du Lac?
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3¢ - Which of the physicians and pharmacies on the attached list did you

© . eall on and detall abous this dg?

6. On ths avsrags, how mush time did you spend detailing this drug with
the physiclians? e druggiste? . .

7. - ¥ails you were promoting this drug, what proportion of your total
woz;ldng tim in the Fond du Las ar:l do you estimate you used doing

8, Did t)e physicians appear %o be famildar with the product n'iox" to
your dotailing them? Tas this also trus of the druggists?

9. Was thers advortising in the J, of the M or the urons Jodica}

Digont, that you fold was partioularly effective in info: ;
physiclans of this mow drg? . = e .

10, Whan did you call on first, the doctors or the druggists, when you
began detailing this drug? -

11, Did you leave ‘sarples with the doctors; the droggiata? If’ao, 8pProx=.
dmatoly how much? - o . .

12, Do you usually detail more than one drug during ybur visits with
physicians; with druggists?

13, In tho pm'omotion' of this row druz, how would you rank the effoctive=
n3ss of ¢ : :

Diroct moil adverﬁaln:
Journal advertising ‘ '
P.apr;.:ta of profossional articles regarding the drg
Samples :

Bigically, the above information is the eort that we ere s2cking but other
qostiens will, of ccurse, arico &s wo talk to you. Wo will bo most appre-
clative of any information that you can pass on to w that vill ‘supplerzent
ths above and improye owr knowledgs of haw you promotod this new drug.

-Tabulating tha Avdit Materials end Backpround Interviews

This concluded the fleld work on the Fond du Lac Study, ™ now had an a ,
national scals the reports on hea the manufacturer sot up the marketing
program and carried it out for each of the five druzs.

From the detail man, ve had the story of the locallzed product promotion.

For each of ths 55 phyoicians we had the background intirviecyw, the pre=
scription audit tabulation shoet which showed ths nuabor of prescriptions
and the total cost for each prescription hs wrcle on each cf 33 drugs
during each of thd 4-wock periods, Additionally, far all bubt a fow physi=
clans, we had the oxtorsive informsl intorview containing greator dotails
on how he happenod to start prescribing thoss of tho drugs undor study
which hs prescribed; his attitudcs and montal images of the drug fims; as
well as his porsonal ovaluations of the various channels of marketing come
mnication and other cauments. : )
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Pinally, we had the early, Ma-nal interviews with most of the pharmacists,
covering nearly the same material as that ounud in the. i.nforml interview
with t.ho ph.niohna.

In the months between September 1955 and May 1956 we have norkod ‘over the
data, resisting the increasing pressuwres to get the study completed: in
favor of developing a report of maximum value to the AMA, the coopsrating
manufacturers, and the ptarmeeuucal induatxyo )

In Jarmary of thia year, Robert Lyon of the AMA gave a speech to the
Pharmaceutical Advertising Club of New York on the basis of our then wne
conpleted analysis, Drs Xorle Cravwford of lead, Johnson & Canpany, spoke
to the Midrost Pharmcoutical Manufactwrers' Association in February 1956
from the same incomplete materials. Te assuwe the responsibility for any
incorroct mtermetauon of the meaning ot the study comreyed by thoso
preliminary talks, :

We btolieva that this, ths official report, un corroct any tormer e~
conceptions of tho Fond du Lac Studye SRS
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CHAPTER 3, WHAT THE STUDY MEANS

We believe that the Fond du Lac Study is a pioneering study in several
;m: in subject matter, in methodology, in intensity, and im conclue
ons ¢ : .

th one of the first studies attempting to got at how
to improve marksting communication with physicians. ’

It combines a munber of innovations in method, starting
with the promotion program of the manufacturer and
following the proccription audit with interpretive per-
sonal interviews of the prescribers. .

It investigates ths Fond da Lsc msdical community most
thoroughly, wing every technique that would conceivably
add to understanding. :

It conteins conclusions of far reaching impartance, and
ths five principles wiich it offers as an epproach to a
sclence of pharmaceutical marketing can have marked in=
fluence upon pharmaceutical advertising and promotions

Kot A £*=nla Sv.m'

The Fond du Lac Study is not a sampls survey. It is a complete study of

a oingle merksting erea = including every physician, the only hospital,
the dotall roa for tho produsts studied, every pharracy (but one), and
every proscription of certain ethical drugs filled there during four fulle
woek periods,

Y havo taken a. microcosm and placed it under the micro-
scops, as it wore, to see howr it works. From looking at
it first ons way and then anotlnr we have learned a great
deal that we could not have hoped to learn through the
typlcal, lergo-scale, national studye ) .

Not _Nscessarily Projoctidble

The findings on the five drug in the Ford du Lac area are not necessarily
projoctible to the national market. They are the facts in Fond du Lacj
they may prove to bs trus nationally; but we would neither operate on

that assumption nor advise others to do so. As far as the national market
is concorned the Fond du Lac Study provides hypothoses for further testing.

Far example, we would urge the exocutives at Cibs not to
assuz3 that three-cuarter of their Sorpasil sales core -
from internists nationally, just because that was the
case in Fond du Lac. Yo suspoct that Sorpasil is pre-
dominantly an internists' drug but, until vorified, our
susplcion is only a theory. The sem reservation must
be hold for the othor specific findings in the Fond du
Lac market. .

- Ve hope in future studies to bs able to test whother the
" hypothesas hold truw on a national basis and to what
extent they msed to be modified to fit the larger marke$.

S
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We should emphasize that, while the specific facts reported for Fond du
lac are not necessarily trus elsewhere, the principles derived from the
Pond du lac Study are universally trus and universally applicable,

The five principles of scientific pharmceutical market=
ing which we define are trus. Thoy may not be complste
and they may somd day be restated to have more meaning,
but as general principles they are trwe. :

Any manufacturer who approachss the marketing of a new
frodust accarding to the steps outlined in Section VI —
if ha carries out these steps intelligently and thor-
— 18 certain to dovelop a more efficient, mcre
effective and more scientific marketing programe

Kot The Lost Yord

Te by no means believe that the Fond du Lac Study is the last word. It
48 a pioncering study that makes a beginning'and points the way for
future worke

Yle recognize the ambitiousness of a program of learning
how to predict and control human behavior. We offer
those findings with humility and ask that tho shorte
comings bo woighed against the pessible contribution to
the dovolopmont of furthsr research and to the future
of scientific pharmaceutical marketing.
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SECTION XI.' DESCRIPTION OF THE FOND DU LAC MARKE?
CHAPTER 1, FOAD DU-LAC AS A CONSUMER MARKEY =~
( AND MEDICAL SERVICS AREA

The ares included in this study comprises Fond du Lac, ¥isconsin, the
five satollite towns of Ciilton, ¥ount Calvary, Brownsville, Rosendale
and Theresa, and the open comtry intervening, The area.is roughly an
oval, with ths city of Fond du Lac at the center, measuring about 40
miles from Chilton to Thagrasa and about 28 miles from Rosendale to the
eastern bowundary. It includes the greater part of Fond du Lao County
and touches upon Calumet, Dodge and Sheboygan countiss,

The nearest clty of any size is Oshkosh, 16 miles away.
Milwaukes is 60 miles southeast, Green Bay 60 miles northe -
east, and Madison 70 miles southwests - - :

Pomulation Choracterietics = .
The population of the area is sppraxinctely 60,000 inhabitants, of whoa
about half live in the city of Fond du lac. . ’ '

Population per square mils «\u:abo"n 80 persons, compared
with the United States .average of 51 and the Visconsin -

P

average of 61, - '
Ppobably somswhat: more than half of the psople are of =
Gorman ‘extraction, although thors also are strong Irish,
French :and othdr nationality backgrounds ==~ all of which

are in procoss of commingling through intermr:iago.

The two major religious doncminationa in the area are
Catholic and Luthoran, with sizeable representations of
Episcopalian and Evangelical groups, .

Enployment in the area is about ono=half in business and trade, a quarter
in moenufacturing and a quartes in farming, . o )
r e

Fond du Lac 1s in the hoart of the “fisconsin dalry country
and is a major dairy ccater. Its lergast single menuface
turer is Giddings and lewis, which employs 2,500 people in-
the manufacture of machine tools. ‘

Ohh,sgrc.;n&gj;- feat,«_m‘ es S
The Fond du Lac (Foot of the lake) area oncloses the southern half of Lake ,
“innebago, the largest inland body of fresh water lying within one state,

Laks 'innebezzo and other smaller lakes meardy provide
facilitics for boating and fishing, Sumzor cottages
abound, Tha soveral golf clubs are popular placos for
moals and drinzs, Eoth duck and doer hunting are
popular with the residonts, .
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The city has excsllsat publie and parochial (Catholis and
Inthoren) echool systems. It has sevéral private schools
and a junior college, which is Catholic operated.

The area is served Yy an ovonins newspaper, the Fond du
Lac Comzonwoalth Roportor. The Milwaukee Journal and the
. Chicago Tribtun? are the chief Sunday newspapers and come:
-.pete as dailies with the local papers” The local radlo:
“station is KFIZ, eI e it B0 o
 Rallroads serving the srea are the North Western, the -
Milwaukee and the Soo lines, L
ALL bt four of the physicians within the Pond du las area are o the
staff of St. Agnes Hospital in Fond du lac. g A
St. Agnos Hospital originally was an Episcopalian hos=
pital tut is now cperatod by the Sisters of St. Agnes,
a £2311 ¢rder of Catholic nuns whose: mother house in in -
Fond du Lac. P R N el oy

The hospital has 400 bods, of which 100 have bsen -added
in the lest t:o or thres ysars. It has ita own pharmacy -
adzinistored by a mun who i3 & rcgistered pharmacists:

Alco in the arca are the Fond du Lsc County Hosplital, a
rontal institution, and the "sconsin Home for Vomon, &
State pricon, noithor of which has a resident physician.

€ntca
The area hao seven dlinics, with which about tro-thirds of the dootors
are affiliated, ‘ R PERTS SRR T

‘T3 Fond du Loe Clnic, with 12 affiliated phyoiclansy -~ oo

13 the largest. Tho noxt lavgest clinie has 7 morbers, -

wvhile at the othor extrcas tvo clinics have but two

meibers eache’ - ol wnd SRR

valelians ‘ : i

When ths field work was in process, a £ota1 of 55 bpmraicians‘l were prac-
ticing in the Fond du lac area. Eleven doctors, all of them general -~ ..
practitionors, lived in tha fivo satollite towns while tho othor L,
including all of the cpeeialicts and genoral practitionars with special: -
interest, had theip practicos in tho city of Fond du lage - Cogmmgmune

e
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An essential part of the study is the individualness of
the physician but, sinos it was understood that doctors
would not be idertified by name, desoriptive cods letters .
have been assigned to them by type of practices .

2 genoral puctltimrl GePelAs == G.PoU.
11 general practitioners with special '~ St
interest (part-tims speclalists)
b with special interest in obstet=
rics and gynecology PoToAe == PToDe
5 with special interest in um'gory P.TBe = P,T.1,
2 with special interest ins .
*  anesthesiology, gynecology and

urology P,Tode = P,T.X,
2 specialists .
3 internists Int, A, = Int, Co
6 ophthalmologlsts and eye, esr,.
nose and throat spacialists Eye Ao — Eyo P,

6 surgeons and orthopedic surgaons Surge A. =~ Surge PFe
6 other specialistst anesthesie .

ology, obotetrics and gynecology,

patholozy, pediatrics, radiology,

and urology Specs Ay == Spec. Pe

2 farmor surgeons now in gemeral . .
offica Pnctm 3.0.P, A, = G, O,P, B,

As §s trus nationally, about half of the speclalists and
general practitionors with special interest here have
. certificates from the Amcrican Poardse

Eight r¢*ired doctors also reside in tho area but are not
included in the study,

13 Prrrracles

Tho Fond du Lac area has s total of 13 pharmacies currently licensed.
Nine of those are public pharmacies in the city of Fond du lac, ons is
an exclusive pharmaceutical ocutlot run in conjunction with-a clinic, two
are pharmacy-general marchandise stores in Chilton, and the other is the
St, Agnes Hospital Pharmacy, vhich fills prescriptiona only for bed
patients in the hospital.

Two other pharmaciss in smaller tonns let their licenses

~ lapse several years ago because the nearby physicians
dispensed all their own prescriptions.. At the time of
the study, 10 doctars reported that thoy dispensed drugs
regnlarly, 6 admitted occasional dispensirg, and the
rest stated that other than samples they did no diapeuaing.
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Tiree Fond du lae pharmacies £ill two-thirds of all the prescriptions
tnhq_tamma. .

Pollowing are our estimates of average weekly nuabers of
original prescriptions filled, based on the four weels
of our auditss

' Original
Pharmacy . prescriptions
¥ cods
Jotal, all pharmacles
b § 120
2 235
3 20
b uo
5 110
6 100
7 60
8 0.
9 7]
10 30
n 25
‘12 15
3 10

P41l S - ~ L

Ths approximatoly 20,000 housoholds in the Fond du Lac area account for
alr=3t $75,000,000 in retail ealos a yoar == abaut $2600 a housohold, o
$1100 per espita.

Thus, Fond dn lac people spend somsthat more at retail than
tho avorapd for tho count:y as a whole and a littlo more
than tho avorsge for Wisccnsine Compared with £3600 a
houcchold in the Fead d¢u Lac area, the nationcl average is
about -$3100 end tho State evorage is about $3300. Compared
with the local 01100 pce copita the nztiomal average is
about $9%0 and the State avorage is about $1000,

Drvg Stove Saley

Drug stores in the fond du Lﬁc area do an annual business totaling about
- $2,250,000. This amounts to ebout $110 a houschold or abaut $35 a person.

Natlonal drug store sales average cut to about $97 a house=
hold and 530 a person, while the corresponding figures for
Viisconsin are about $87 and $27.

(The above figures are roush estimates for 1950 based upon
4nformetion obtained from "Consuiar Markets®, a Standard
Rate and Data Service publication) ,
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Prescription Salea

Since Drur Tonian estimtes that a lttde énr 2 pcr cent of all drug
store sales are presoriptions, it would appear that prescription eales
in the Fond du {oo area nouni to oqu?uung ‘nh §!.75.QOQ & your,

This amounts to approximately $24 a household and §7 a
person, ‘ o e

If the average prescription price in Fond du Lac is the
sam® as ths national average of $2.33, as reported in
Drugz_Trade Nors, then spproximately 200,000 presorip-
tions are nowly written - refills accounting for a
large share of the total sales.. - .
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CHAPTER 2. HOY FOND DU LAC PHYSICIANS = -
KEEP CURRENT ON KEW [RUGS e

Physicians in ﬂn Pond du lac area apbut to have as wids a varhty d‘
4nformation sources about new pharmacsutical products as doctors else~
where across the country have. g

Purthermore, tiey ehow as much individuslity in choosing -
among the available:cources as othsr doctors-doe T

In the background interviews we asked broad questions.
about which one source of mew product information éach.
physician considered to bs most important to him,

which ors of the comrsrcial scurces he found to be most
worthwhils and which one I3 considered to be lsast
worthrhile to him personally.

In lator chapters of this report we will report also
what cources tha doctors remember as having first ac=
quainted thenm with each of the five drugs under study.

Yost Irmortant Information Source

Dotall mon and articles in medical journals are selected by the most
piysicians in tho Fond du lLac area as their most important sources of
information about mw drugs. :

Thoco two courcss are nemad by 20 and 19 doctors eachs
and no othor sowrce is crcdited as being most important
by more than fouwr doctorss

"‘hich do you £ind most impcrtant to you personally in
learning abcut maw drugs?” o

Tctol dogterg

Datail men

Papors cr articles in journals
* Advertising in modical journals

Direct mail from drug firms

National mcdical conventions

County medical meetings

Staff meotings

Raference books

Post graduate courses

reoonsrS8 M

The above list is as varied as that found in our national
survey in 1953, but by no means exhausts all the possibls
ways in which doctors learn of mow products. Tho sources
which doctors think of as being gencrally most important |
are not mcogsarily the oms throuch which ttoy loarn of
every now druz. For excaplo, recor—andaticns of othar
doctors are ofton rocallod whon a doctor reconotructs the
history of his use of a particular drug, end ono physician
credits a pharmacist for telling him of Serpssil.
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ot Worthwitle Commarcial Soupes

Bycause many of the sources by which phyaichm ]nm of new pharmacoutical
products are not wder control of the pharmaceutical comparv.pﬁ is desir-
able to ask the physician to evaluate the commsrcial sowrces of information

separately,

Wien the discussion is confined to the ccumereial souroces,

detailing is reparted to be most - worthwhile by abaut twice

as many doctors as name all other methods cambined, Every

;? va::rth’ media has the support of at least five physicians,
L ]

"Of the four sowrces of information from menufacturers,
which one do you find most worthrhile for learning about
now producte?? ,
Zotal dogtors
Detailing
Campany periodicals
Y¥odical journal advertising

Direct mail
No choice

Canversaly, direct mail is reported to be least worthwhile
by more than half of the physicians in the area.

*hich do you consider loast worthwhils to you‘persbnany?' :
Iota) doctors

Direct mail
gg:ical Journal advertising

alling
Compeny poriodicals
No choice

Detndling as en Advertining Modium

The large majority of physicians in.the Fond du Lac area, 39 of the 55
{or 71%) see all dotail men who call on them. :

meﬂgkﬂ

wewbES M

Only two of tho doctors say that they refuse to see any
.detail men and the other 1l are more or less selective
abaut which cnes thoy grant an audience — most
deciding on tho basis of tho company representod. The
1953 survoy found almost the samy situation among physie
clans nationally, with 74% seeing all dotail men.

Sae doctors say that thoy are visited ty as many as ten .
dotail mon a woek, while othors willing to see thom have
nons call on thcn, Tho most typlcal number seen in one

weok i3 about three detail men,
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"About how many detail men have you seen during the last

seven days?™
 Total doctars 55

- None 6
One -3
Two [ ]

. Three 16 .
Four o )
Five , 9
8ix or move 7

Five canpmies are each named by more than one Fond du
Lec physician as usually doing "the best job of dotalle
ing"t Eli I41ly, namod by 9 doctors; ParieDavis, by 8;
Abbott, by 53 Hoffman LaRoche, by 35 and Upjohn, by 3.

Coz-enta _about Detailing

In the informal interviews many of the doctors elabarated on their opin=
fons about detailing and their attitudes toward detail men, making sug-
gostions as well as criticiems, -

Some of the most favorsble commnts are made by doctors G.P.Ce, GeP.Se,PeTiBey
P.T.F,, P.TOGD’ and Eye E,

Dry G.P.Cet "Dotailing is of prime importance. I con't
undergtand the attitude of doctors who push the detail
man aside and refuse to listen to him, Tho detail man is
an excellent source on indications and contra-indications,
dosages and comparisons betiwoen products.”

Dr. G.P.S.t "Good, fast detalling is the best means of
communicating with us. It's the personal contact that
counts. e don't have timp to go through the professional
literature, and the detail man can provide us everything
wa nced, '3 coursa, his word is likely to be tiased and
wo resent his spending 25 or 30 minutes trying to detail
on their entire line, Good dotailing should take about

6 minutes and should be a fast summary."

Dr, PJT4Bst "I prefer to lear about new drugs that way.
(detailing)e The other media are too uncertain and leave -
1t up to the doctor to sort it ocut. The detail man, on

the other hand, is quite careful about what he tells the
doctor bocause of possible reporcussions later. GConerally, -
they are quite considerate of my timo and will sit outeide
until I can listen to them,® o

Dr, P.TeFet - "To ms, dotailing provides the quickest {ntor-

mation with the least effort on my part. I rely on &
wholeheartedly.®

81-280 O - 69 - pt. 14 - 24
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Dr, PeToGes "The detail man is the first contact, the
really effective contact., Then, the direct mail and other
sources add their 1ittle bit to keep ms reminded that the
product is available," R NPT N’ B O gt R

" Dry Bye B,8  *The only means of contacting me is the detail
nan. I sce a lot of thew and try to listen to them all.

Iloét. doctors seem to want fast detailing but an occasional one, like Dr,

G.P.R., locks &t it differently, —

Dr. G.PR.t "I like to take plenty of time with the
dotadl man so thst we can cover the drug as thoroughly
as possible, If two companies have comparable drugs . -
out, I prescribe the one whose detail man I 1ike beste
Thia applies to largs groups of drug products and it
has developed a kind of mutual aid society between the
datail man and me. I resent any pushing to get me to
try a particular product.® LT T

Some doctors lock to detailing to £ill them in on products they have:
heard abtout elsewhere = : o i :

 Internist Byt Mhon I héaf abbut a rew produc‘t. I question
the detail men on his next trip.* ‘ .

Surgeon Fis  "Once a doctor has becoms aware of the existe -
ence of a now drug, it is often the dotail man who provides
the final motivation which convinces the doctor he should:
give it a trial.” = - S EEE S b R

Dr. G.P.M,, a dispensert ‘'"Doctors should keep:notes en - -
quostions and to show ¥ihcn thoir supply is low. Then .

whon a dotail man comes in, his tims can be uged more:

ef ficiently." SRR R :

Sams suggestions for dotailing as given by a fow physiclans — .

Internist C.t "The detail mon stould be careful of the
eutherities he quotes, and the technical literature he.
leaves should be scrupulously acocurate.® s

Dr, P.T.%e8 MIf the detail men could lead me directly
to outside sources in journals or articles, I might feel
 more kindly toward tholir efforts.®. -~ . - St

Dre Eye Aes "I would like to see the literature and the

dotailing linked togethor, That is, it would be a good

ddea to have the literature on new products a week in

advance of tho dotail men, ' That way I might have & .

:imnoo.to glance at it and then.ack him spscific ques=~
ONse . ) . .
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Surgeon C.t - *I ‘cen't always talk to the deteil man btut
Just ask hinm to leave literature on the product.in quese .
tion. Reprints of journal articles and datinitoly mh- o
nical material would be a big help,® :

Pond du lec area physicians differ among themselves as to ths technical
competency of the detail men, =~

Dr, P.TeAes "I think of the detall man not as a salesman -
but more as a friend and educator who can give out techs
nical details.”

Dr, G.PJHes "X rogard then as ul.esmn and not.as teche
nical experts, Only one of them around here has a phamoy :
background and only" one has had pre-med training. G i

Dre P.ToHet "They arve: p@imrm caleamon vwho are tryin; 4
to push their products, and the atuff thuy prnant h :
primarily advertising and is blased.®

Dre PuTedot M"If you want my reaction to that, it's this,
I m.ay not bo scientific enough to go into a lot of details

t I like a dotail men who canss in and assumos that I
Imow gomothing about his produot and that I haven't got a
lot of time to waste with him, - ‘e will give me tho high -
spots and literature, then.get up and go. I don't liko to
nmn to: a lecturo about drugs.® g o

Dr, Eye Aet "Dotall mn are salesmen. and they are Juat as -
good as their sales mcnagors Thoy apparently do:what he
tells them to do. They eren't particularly tochnical and
always jJust study the sara literature shich they give the
doctor and give him a quick summary of it. That holps,
boceuse it ‘gives the doctor an idea of gensrally what the
product is. Thon, if he wishos he oan read up on it."

A most common feoldng 18 that the detail man should not try to high pres=
sure the doctor, as suumod up hore in this ono quotation == -

Dr, .P.I.: "The doctor should not: allow the detail man to
practice medicines® - -

Senpling

Every one of the docf.ors in the Pond du lac area had received aénipléi of
one or more of the five drugs in the study, and all are familiar of com'oe.
vith the sample mthod of introducing new producte.

No genaral Queatiom ‘were asked about sampling on tho
background questicnnaire Wt the subject was d.tncuued
in the informal intorvicws with the dootors.
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Attitudes toward sampling range from strong cpproval to otroug disapproval,
with certain pet pooves very evident —

Dr. Eye C.t "Samples are of great valus in giving the product
a real clinical test, provided the sample package is large
enough for a trial, Trvo tabletsof a product strike me as

being particularly absurd,”

Dr, G.P.D,t "Samplos help 1n beconing familiar with a new

product since they enable us to try them on our own to get

a direct clinical impression. I do object to being deluged
with samples of a wide variety in which I have no interest

whatsoever —- such as, vitamins,®

Dr, G.P.B,t "Sanples fron the big houses we use, from the
small ones woe don't use,"

Dro PuT.Ges "‘ﬂny are a means of t!'ying a new dm prodm
8o that if a patient dsvelops an allergy or if the drug is
not irmediately effective, the petiont is not paying for
high cost products which are not going to wark.”

Dp, P,T.Cet "I sot the samples on my desk and lock at thea
for a foir days until I am farmiliar with the trade name and
tho appearance of the bottle or package and know how to
spell the nate. The literature piles up and gots throm
out, but th? sample is likoly to stay a little longer.*

Dr, P.TeAst" "Sarples are a sort of handy thing to have. 1
give thenm out often where I know the patient will f£ind it
hard to pay for the proscription.®

Surgeon C.t "My primary use of samples is for my.m
family.”

Surgeon Bet "I refuso most samploss I prescribo on the
basis of laboratory tests or because I believe tho drug is
tho most effective one in tha particular case. I would not
utilize the samples if I had them,."

Dr. G.PoJdet "I Con' go much for samples, because I dle=
pense sane and it will get paticnts started on it and I
will have to order it. Then I would have to have a reg-
ular drug store. I don't hand out any samples for that

"reascn.” .
l'gd;g 2} _Journa) Reading

lbaf. Fond du Lac physicians subscribe to more medical Jourmh than they
m able to read but each of them manages to look through at least cne.
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Whon shown a basic 1ist of 15 of the zore popular med=
4cal journals, the physicians repoarted that they recsive
an average of about 5 journals apiece and that they read
or look through an average of three each,

*hich of thesa 15 mdical publications do you happen %o
receive? Which have you happonad to read or look
. through during the last thirty days?®

- Read o
.__.m..&c;i locked through

cr

Total doctorg

One Journal
Two journals
Tires jJowrnals
Four journals
Five jJournals
Six journals
Seven journals
Eight or more

rwoFobmes
waéwupb ﬂ

Tho problen which the busy physician is eonfronfad with in
reading his journals is well stated by Dr, P.T.B., who
receives 10 of the 15 Journale and gets to read only

three or four —

*I lay aside thosa with particular articles I want to read.
Than thoy plle up 4n a stack until ono day I close my eyes,
pick up the staclk of books and dump it out.*

The most commonly received as well as the most often read modical publi-

cations in the FC"ld du Lac area are the Jourpal of the fnorican Medical
Asseciation and Lcdical Econorist.

Hare are the top eight Jjourmals in nuamdber of mentions m
both scores =

Read @ i
Racoived looked through

Total doctors

Surgery, Gynocology and'
- Obstetries
Annals of Surgery

Journal of the A.M.A. 3
Yodical Economics 35
Yodern ledicine 22
Yedica) Times 10
Ourrent Kadical Digest 13
G. P, 17
10
7

BE SRR8ssm
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7 A somewhat larger number of doctors claim regular readere
ship than report reading a journal within the lsst 30 days.
For comparison with the 35 shom above for a total of
41 say that tby read at least half of the  1esus e,

The toptlrn Jmmhhnmbrdmr&im as the most
valuable are JAUA with 13 mentions, G.P, with 7 and
Yodern Yodicdry with 6, The top two for. onjoynnt in
reading are l>dieal) Beonmg with 17 mentions and JAMA
with 10, JA'{A is the only cation which as many as
tive doctors say they t«l "duty bound” to md.

Speaking hroadly, it nppoar- that ‘to many physiciann of Fond du Lac pro~
fessional articles ecsm to be the most reliable source of new product ine
formation == or that such articles would be the most reuable source if
they could be published sooner,

Some doctors will wait for journal publication betore‘ qa;ng a now drug ==

Internist C.t "The most desirable source ty far is direct
articles in the literature, Ordinarily I will use a new
drug only after reading an evaluation by a known authority.®

Surgeon Cet "I am interested only in reports on clinical
tosts as a basis for nw docision to use a drug o not."

Dr. GoPs Rot "mo good artich on a new drug mroduct will
do more to convincs ms that I should try it than unlimited
detail‘l.ng and advox't.ising wi].l do.

Dr. G.O.P. A.: T wm wa!.t for a oom:lderable langth of
timo before t.ryi.ng a product until toehni.cal data appears
in the Jom'mla.

But others feel that they eithor camot wait w cannot take the t.i.m for
professional articles == - , '

Surgeon F.t - "Characterdstically, I.go to tho talle of
contents first and thon directly to the article that
interests me, Sotetimes I search through the nteratm'o
for technlcal material, tut I knoar that many physicians

“do.not have the tims for that sort of searching, I will
trust a reprint of an article more than the nuraturo
put out by the pharmacentical hovao. :

‘Dre Fyo At “ournal arucln aro tho beat uourcs ot dah
in the long run, It is a very long time before they are
out, howevor, so tha only practical thing is to rely on
cbtamng nnd whatever other data is immediately available,®

Dr. G.P. B.t "I have a conflict here, I trust profudml
evaluation above any other source, but at the same tims I do
not have tufnoiont reading t.un to dis through the Journah.
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Journal muzn aho Game m for tbir ohuo of crlﬁdan -

Surgeon x.: *The velw of protnu!.oual. m.mn hingco
directly upon the name of the author and his xmtcuiond
reputations I have a susploion of statistice since they
can prove almost enything depending upon the way they are

applied, This places most professional writings on a par
with pharmaceutical house literature and adverwim. I
would not trust one abon the other.”

Dr, G.Ps Hes "I have one oomphint abouf- medieal Jourmh
and their use of chemical and generic namss. The individe
ual physician has to scmohos make the tis-up with the pare
ticular brand or trads name. This is confusing since a
doctor not ‘only ‘has to know that a product is avallable
tut vhere to got it and what to call it., If you prescrj.bo
by generie name, the dru,ggist mgy even call you back tc
ask for the trade name,®

rmen Journal Advoy

5847

Just as in the case of other media, som Fond du Lac area dootors’ appear

to rely heavily upon: adverbising 1n med.ical journals whilo otheu uy
that they ignore it,

First, somd of the tavm'abla comments ==

Dr, P.T. A.: “I am truly a cmMo-cwer reador ot tho V
Journals and so I have to read all of ‘the ads.*

Dp, P, ‘l'. Dot "'I‘o m there 1a no real distlncuon botwui; .

the ads in tho journals and the sclontific articles.
road the jowrnals a lot, so I pick up a: good deal of -
scientific information on p'oduete.

Dr, G.Py Cot "I liko Journal ads == particuhr].v thoao
with pletures, charts and graphs. ' An attractive ad- helpes -
a good deal to stimulate my interest in a product.®

Dr, Eje Co3 "The advertising in the professional publi=
cations 1s a more rsliable source once a detail man lno
made me a"lare of the existence of a product.

Noxt, some coments about t.he auxinary effect of jJournal advertlaementa -—

Internist Bet "I do not often notice them except for

very new products which I have not heard about bofore.
Seeing ‘the ad lots m ask qucetiom -of the dcknl man
his next timad nround

Dr, G.Pe Kot "1 road then 1: they daal vith a. n-odact ! -
mterested in and which I have hoard about somwhoro olu.

Br. P.T. Gut "Such ads are a reainder to m, becawe
they raise a certain amourt of a&mpttdm about whethey
a drug will do what it claims to do.
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Jnd some caments of thoss who sccept jourmel advertising with reserva=

Surgson E.t  "Thoy are s valuable source, but I resent
advertising which is non-professional. What the average
dootcr is locking for is a drug to do a specific job, do
1¢ the advortising gives technical detail without btallyhoo
he 15 satisfied.® :

Dr, Eye Dot "It is often too long before definite data
are out on a drug so somtime I try a product from spec~
ifications in the ads, but I dn't like to do this unless
4t 1s not going to dbe at all rieky.® )

Pinally, the inevitable disclainrs sbout advertising —
Dr, G.P. Mot *I rover ook at the ads too mmch,®
Surgoon Fut I rarely lock at the Journal ads.”
Dr, G.P, Ha I rever read Journal advertising,”

Boadine et Fouro Orpana

PFond du lac area physicians recoive éompany poriodicals from pharmaceutical
firrs in even greater abundance then medical journals, and thoy look
th_rough or read thaes house organs in fairly high proportionse.

The doctors wore shevn a list of eleven corpany periode
icals, On the avorage each dostor said that hs received
nine of theca publications and that ho usually read or
looked throuzh six or seven of them, While soven doctars
say that thcy nover look at company periodicals, 15 ine
dicate that thcy lock thrcugh all elaven,

"hich of thoss ecompeny pariodicals do you happon to. recoive?
Vihich of these do you usually read or look through?*

House organs. Read or

recoivad dock throush

" 'ctal doct
o houso organs
One ar two
Three or four
Five or six i
Seven or eight
Nine or ten 12
A1l eleven .

Three compeny periodicals are each singled cut by five or
more doctors as doing the bost job. Thoy ares

Syrmnniq of Ciba, narod by 11 doctors
anconpsdie Neton of Parke, Davis, named ty
10 doctors : .
That's oy of Abbott, namad by 5 dootors

wawn 1B
G"oc-aow-.:ﬂ"
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Rezding of Pimot Jald

Pond da lac phyoicians, like doctors everywhere, are cb).md with direct
mil advertising, Q:h two of the 55 say that they read or look at all
of the dir'ct mail thoy uoun.

Most doctars in the area say that they ueoin more thu
50 direct mail pleces a week and most doctors indicate
that they read fewsr than 9 of thea, »

®About how many pieces of medical direct mail advertising
(other than periodicals) have you received during the
last seven days -~ as close an estimate as possible? OF
thoso, about how many pisces have you read ar looked at
dwring the last seven days?®

. Ploces @Raada- :
roceived - . ked at

Total doctorg
1~9 pleces 1 25
10-2l ‘plecss 3 9
25-19 pleces 13 2
50-99 pieces 15 2
100 o more 22 1
Don't know 1 2

Five of tho docters say that thoy never read direct mail,
two report reading all of it, and of the remaining &8,
all but four sgy that thoy do the sorting thomselves,
Yihathar thoy or thnir girls do. the sorting, here is the
mﬁ&ﬁthcmuumﬂhsmouhgmmt@maﬂ
mothod?

Sort by spocialty, type of product,
s joct matter

Sort by company name

Road abeut msw products, discard
duplications

Sort by appearance of piece

Sort by informaticn on envelope

Read if I have time

Other methods

No spacial way, don't know

Only three companics are singlod out by ‘aa many as three
- doctors for doing the best job on direct mail ~-

Smith, Kline & Prench, & mentions
Avbott leboratories, 4 mentions
Pfigor Laboratories, 3 mentions

vovavme o8 B
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mmmummr«.manmmmmmmum
ares, but a few do depond upon 1% =~

Dr. G.P, Het - *Direct mail is my first ehoa.oos 1 espe-~.
chuyltkothecmanfm ‘cards that I can £ils eway -
for reference.  DMroct mill is the fastest form of come -
murd cating and. 1 think, the most otmiont. '

Dy, G.P, E "Directmﬂhothslpuasumhoto
start loakmg for more complate data, Advertising in
genoral holps ‘md ‘to familiarize myself with new product
namss &nd gpplications. - I usually lst the mail pile up
and then rea’d it all at one time,.*

- Dr, Eye A.: "It keops me posted but I ses only the
bettor stuff ~- I mean teshnical panphlets containing
clentific material, The rest goes in the round file
waste basloat).

Suggestions for uprovlng the 1mpaot ct ‘direct ma:l.l are mado by a fn
plm

D:. G.P. Lat "apetition of the same material every Low
" days is a source of irritation, not a source of informa-
“tdene It is very wasteful, Direct mail should be ate
tractive, ciort and conciso dsscriptions of the drug,
uscs, sbuses, cautions, and eo forth. BEs inforrative.
This probsuly won't please the ultra-scientific msn, but
it would certain;ly holp tho ordinary practitioners."

Internict Bt "I 'dislike the £160d of mall across my
d3ck, T vould rather recoive one latter tiree to five
pezes lens from the direcctor of rescarch for-a partic-
ular house when a rew product comds out.

Dre PoTe Cot "I will not opon or read-any mail unless
it has a licked stamp on it."

A nurber of doctors apparently associate direct mail with eheir wasto
baskets, as exar:olified in this one ouotation -

Dy, P.Ts Het "This morning, as an exarplo, I piekod up
the direct mall at the desk and dur:pad all of :lt immedi=
atoly. It is pure].y adwrtising. ‘ : o

Yootinas and c_om&m

Not counting hospital and dinic staff meotings, ptmicum of the Fond
Gu Lac arca report atmnding more thnn 10 protessional meetings a year on .
tle average.
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About half of them (26) say that they attend pra oanr

5851

every county medical society mseting and a fourth (13) o

thinkthntmyuumomctwhulmuml
yoar.

The record for attendance at state and nuuom.‘l. conven=
tions during the preoodlnx yeoar was held by one of the -
older doctors, Drs G.O.P. A.j and all but aix doctors
had attended at least one couvention. The average nume.
ber of state and national comventions attended was 1.8
per physician, Only one doctar in the area soes aot
belong to the American Vedical Association,

In additicn, 38 of the doctora had been prcsent at one

or more msetings of cther professional organizations,
Each of the 38 mentionod two organizations on the mrogo,
and some attended several noetinga.

hex L" as. Informtio

Dogpite their frequent meetings and contacts with other phys:leiam end
their own somstimes contradictory. testimony when speaking later about

leerning of specific drugs, most docters do not give much general credit
to other members of the protession for telung them of new phamaeeuticd

products,

Hore are aa:a of th excaptiono who atate that they often leam ot m

drugs from other dootors -

Dr, G.P. R.: "Iiow that I th:lnk aboxb it, I place nw
professional contacts in first importance," . .

Dr. G.P. J.t "You talk these things over with fellows
speclalizing in oortain fields and use what they recommend
in referred cases."

Dr, P,T. Put "Other doctors holp considerably in passing
along informetion on now products. Furadantin is a case. in
point, I first heard of it from Spscialist A.*

Dr, P.T. Dot "Undoubtedly the best is a direct recommonda= .
tion from another physician whose mrcfessional standing is -
unquostioneds When I really want to knos atout a drug :l.n a
hurry, I call By friends at the hoapﬂ.t.al. :

Dr, G .P. M "I think you feel better about a_new drug if
you hear about it at a medical moeting == aomebotiy else's
experisrnce with side effects and g0 on,"

lore typical of the statements rade by other pbys.tclanl are theset

Dr, P, T, Jot "Once in a while the doctors will get
tozether and talk about it after meunaao'

Dr, G.P. Het :"Spocific discussions between doctors om
new products are-the excoption rather than the rule,
excopt in casas of consultation.®
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Dr, Eye C.t "I mentioned these two doctors at the clinie
for a coupls of mew drugs, but I don’t think of them as
za.y.umbh sources as far as learning sbout all proe

. .

Prescriptions ¥ritten

The extent of prescription writing done by Fond du lac area ﬁlmiehnl is
subject to the highest individual variation. - ‘ ‘

For the week preceding the background interviews nine
doctors indicated that they wrote no prescriptions, while
seven doctors estimated that they wrote more than 100

apiecs, ‘

®About ‘how meny prescriptions did you habpeu to write in
the last seven days?" i

Jotal doctors 51

Over 200 prescriptions
151=-200 mrescriptions
101-150 prescriptions
51-100 prescriptions
.31-50 preséeriptions
.11=30 prescriptions
1-10 prescriptions

No prescriptions -

The above distribution is very important because it means .
that 7 of the 55 doctors wrote almost half of the pregerip~

tions,

Or locked at the other way, half of the doctors, 28 of
the 55, accounted for only 10% of all the prescriptions.

Of course, sare of the low prescribing doctors do their
own disponsing, so that prescription writing does not
give full measure of their importance to the pharmaceu=
tical manufacturer. It soems probable, however, that
dispensors as a group tend not to use new drugs so
readily as prescribers do.

Individual : Use of Sources

The following chart lists the 55 physicians in oxder of the amount of pre-
scribing done and shows usage of the different scurces of informatiom ty

each one, - .

wgonoa—»w
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Some very 1nun1nati.ns corparisons are available in this
chart, largely confirming for the Fond du Lac area soms

of the national findings of our 1953 studys

Contrasts between the seven heavier subsoribers and the nine non~sub=
scribers are most maried ——

The heavier prescribers place more reliance on detzll men —

" five of the soven say that dotailing is the most important
source of information about new productsj and they sce am
average of six detall msn aplece in a waek, The heaviast
prescriber of all, however, rates detailing as the least
worthwhile cormercial sowrce of Momum, although he
saw four dotail men in the week.

Nop-presoribers saw an averago of only 2} deteil men in 7
days, but this is not entirely dw to disinoclination on
the doctor's part == both specialists, for exzmple, say
tha: they would welcomo any detail man who wishod to call
on them,

The fact that more detail men called on G.P.'s A, sntl B. than
on any other doctors indicates that thsy probably raoog:iu‘
the importance of these two heavy: prescuben.

Another difference betveen the heaviest p‘eacribero and non-prescriborl
s in thoir readorship of mdical journals. ,

Two of the hagvier prescribers read an unusual number of
Journals, bringing the avorage up to four journals a
dostor a3 compared with only ebout three Journals for ﬂ\o
none=prescribers,

Hzavier preceribors as a group read an avaraso of only aix corpany pori=
odioals while t.he non pregeribors read an averags of soven or eighte

Haavxer preceribors ehow scacahat lnca interest in direct
"mail and do mot co often report porfect sttondance at
county medical socioty meatings as the non-presoribero doe

Finally, the heavier prescribers corprise om internist, two genenl
practitioners and four genoral practitiomsrs with speclal i.ntorest.

The non-proscribers include four spscialists, four general.
practitioners of whom three are diapenaera, and one general
practitioner with special interest,
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SECTION III THROUGH VIIL

————————

FOND DU LAC STUDY

1956

SECTION III:

The Marketing ofm Five New Ethical Pharmaceuticals
and What Happened to Them in Fond Du Lac From
the Product Point of View.
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SECTION III - Chapter 1.

The Story of CIBA's Serpasil

DEVELOPMENT OF THE TRANQUILIZERS

Serpasil and the drugs included for study with
it are considered here as tranquilizers for mental
and emotional disturbances, since this seems
to have become their main common usage.
Most of them were originally developed as
hypotensive agents to lower blood pressure, but
the tranquilizing side effect has assumed greater
importance. - '

‘The drugs in this group, except Thorazine,
were developed from Rauwolfia serpentina,
a snake-like root from India long used in
that country as a cure-all. In 1931 two
Indian chemists isolated five crystalline sub-
stances from the dry powdered snake root;
and in 1949 success was reported in the use

of some of these substances in reducing high

blood pressure. - \

\

Experiments with these snake root substances
attracted the interest of a number of pharma-
ceutical manufacturers at about the same time.

Raudixin, the powdered whole root, was
brought to the market first; in May 1953,
by Squibb.

Rauwiloid, which Riker introduced very

81-280 O - 69 - pt. 14 - 25

shortly theteaftet,“is an alkaloidal extract
obtained from the snake root.

Serpasil was the outcome of attempts 10 iso-
late the active ingredients from Rauwolfia
serpentina which had been started at Ciba
in 1947. A research team there succeeded in
1952 in isolating reserpine, the most active
snake root component. It was marketed
in powdered form in November 1953 as
Thorazine, a derivative of phenothiazine, was
originally introduced by Smith, Kline &
French for control of nausea, vomiting and
hiccups, but is now used extensively as a
tranquilizer.

Rau—sed, which is the alkaloid reserpine, was
the second snake root dmg introduced by
Squibb.

Reserpoid, also alkaloid xeserpine; is an
Upjohn product.:

Serpasil-Apresoline is a combination which
has more cffective hypotensive action than
Serpasil, its fellow Ciba product.

LN
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NATIONAL PROMOTION: OF SERPASIL.

Ciba: already had a large investment—approach-
ing $1,500,000-in - its . forthcoming product
when Raudixin:and ‘Rauwiloid came on the
inarket. The impressive rating of Raudixin in
the Nielsen drug report spccdcd up the enrry
of Sctpzsil into the field: -

The fn:st )ears mnonal advemsmg and pto-
motion sffort for Serpasil cost:in rough ﬁgum
about $1,900,000.

The largest incurred expense was
for detailing, Serpasil having been

the company’s featured. deailing . .. -

item since its introduction. An esti-
_mate of the 1954 cost of deuiling .
-comes, © about cemsaertessess $900000

‘Direct’ mail for\hc first year—self- -
mailers, letters, enclosures, etc.—re-

quired roughly ............. .$4oo;ooo

°(two-thu'ds i’ the first six months:
and one-third in the :second six
months, when an equal size jour-
‘nal campaign was being run for
Serpasil-Apresoline).

~Sampling was . very- heavy -also—a
small- pre:introductory supply. was
:sent to each drug:store, and physi-
~cians were sampled liberally:

through detail ‘men and direct

mall ...................... 3200,000

Bxlnbus, in commetcul and ‘scien-

tific sections- at-medical meetings '

where permission was granted to

feature the item, and at selected

hOSPIAlS ... ..senrinnennenns $150,000°

'Itmaybenotedhereforﬁuuxem

mark that Ciba did no test market-
‘ing or ‘marketing’ research’ on the

‘- product other than referring o the <

Nielsen figutes: The ratios-of ope- - ..
‘and-a‘half million dollars for tech- - *
nical research:“and development .

and almost two million dollars for

-advertising and:promotion to prac-

tically. nothing for marketing re-
search ‘are' not uncommon in the . -

\pharmaceuucal industry. This is &
‘constant ‘source of ‘amazement o< i
_ many practitioners of scientific mar-

keting in other fields.
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- PROFESSIONAL EVALUATION: OF SERPASIL (RESERPINE)

Reserpine has been the subject of considerable
professional - attention since .its isolation’ from
the other snake root substances; and a large
amount of clinical experimentation has been
reported in the literature and at meetings.

At the time of the study, over 200 atﬁcla
on reserpine had - appeared-in journals and
about 150 papers had been devoted exclu-

sively to it at medical meetings. The:product

. had received mention along with other items :
r‘vmnumerousothetpapetsalso. G

Two meecmgs of the Ncw York Amdemy of
Science had been devoted entirely to reser-.
pine. Ciba helped finance -these meetings,

“and paid for very widespread distribution of
“abstracts and a book on the -fullf proceedings.

GEN ERAI.. PUBLIC INF‘LUENC!

The tranquilizing dmgs hav¢ cimght the popn-
lar imagination to an unusual degree; and there
have been a number of articles in the lay press
on “New Hope for the Insane]’ “Miracle Pills
for the Mind;" and similar titles.

While such articles have no-official - status,
they unquestionably. create intetest: both-in
physicians::and patients; or relatives .of pa-
tients. Although -physiciins - frequently
complain about the ‘patient-who-asks. to_be

treated . with 2 dmghehzstend abont,dxete

probably is no stronger -incentive w send .
them seeking professional .information
about it.. :

This public influence is difficult to determine,

since physicians. would no.doubt: underrate -

+ its:importance, We believe, however, that it

nsamosumpamntmﬂucnceindlzauof
manydmgymducu. S Lebdoade R
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SERPASIL DETAILING IN THE FOND DU LAC AREA

It can reasonably be assumed that the 55 prac-
ticing physicians in Fond du Lac and its satel-
lite towns received' their fair share of direct
mail, journal advertising, journal articles, ex-
posure to convention exhibits and papers at
meetings. The same is probably true for detail-
ing, but through our interviews with the deail
men it is possible to elaborate somewhat on
their approaches locally.

“Two men detailed for Ciba in this area dur-
ing the year of study—one who covered the
territory at the time Serpasil was introduced
until August 1954 and a replacement who
then took over. The original detail man was

~ briefed on Serpasil at a three-day regional
meeting in Chicago in November 1953.
Later that month he made his first detail on
Serpasil in the Fond du Lac area.

His schedule called for three days in Fond
du Lac and ‘he was ‘able to ‘see about six

doctors a day. Every six weeks he returned

- for another three days, always calling upon
dhié 15 doctors he considered most important
and, by rotation, upon three or four others
each of whom he visited only once or. twice
a year. It is interesting to note that 10 of the
12 physicians who wrote Serpasil prescrip-
tions during our audi¢ period were among
the 25 or so that he detailed during its first
-year. Whether they presctibed because of his

""detailing or he selected them as the most

likely prescribers cannot be determined, but
probably it worked both ways.

Not only did he leave samples of Serpasil
with each physician,but also simultaneously
with his first visit to Fond du Lac the com-
pany mailed samples to them.

He spent about 9 hours on each visit detail-
ing the pharmacies in Fond du Lac, and he
left with each an initial supply of 25 Serpasil
tablets. He also called on the hospital, set-
ting up an exhibit there and visiting both
the hospital pharmacy and laboratories.

During Serpasil’s first year he also detailed
other drugs,but devoted 80 to Y0 per cent
of his effort to this one drug. He estimated
that he spent 40 to 50 minutes of each work-
ing hour waiting and only 10 or 20 min-
utes in actually talking with physicians and
pharmacists.

The second detail man carried along in
much the same pattern, but visited Fond du
Lac only six times a year for two days each
time. He devoted only about half -of his
efforts to Serpasil. Neither one of the two
men detailed physicians outside of Fond du
Lac proper; and only 36 of the 55 doctors
remembered ever havmg been detailed on

this drug.
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TRANQUILIZER SALES

Hypotensives and tranquilizers have developed
a-market of respectable size in the Fond du Lac
area but are not a type of drug that is pre-
scribed every day by every physician.

For example, 35 of the 55 doctors indicated
“during the 'interviews that they had pre-
scribed Serpasil and 39 said they had pre-
scribed Thorazine. During the four weeks
when the prescription audits were . made,
only 26 doctors prescribed any of the seven
drugs in this group. They wrote a total of
110 prescriptions selling at $455. On an
annual basis this would amount roughly to
1450 original prescriptions, or a $6000 mar-
ket exclusive of refills and ditect dispensing.

However, the demand. for these products in-
creased substantially dunng the early part of

the audit penod.

The number of prescriptions for the seven
tranquilizers almost tripled between the May
and September 1954 audits and leveled oﬂ
thereafter.

On'gx'nd Prescriptions
7 drugs
Week of audis Number  Price
May 1954 13 $ 48
September 1954 36 <150
January 1955 30 144
May 1955 33 13

SERPASIL SALES

During the prescription audit periods, a total
of 28 prescriptions for Serpasil were filled for
12 physicians. This was about a third of those
who reported ever prescribing it.

The price of these prescriptions was $102. '

This means that Serpasil accounted for a
fourth (25%) of all tranquilizer prescrip-
tions and for 22 per cent of the dollar vol-
ume of original prescriptions. In terms of
annual sales this translates into about 365

prescriptions and $1325 at retail, exclusive
of refills and direct dispensing.

Looked at another way, the 55 Fond du Lac
area physicians may be considered as repre-
senting 1/3000th of all practicing physicians
in the country. This market’s share of the
Serpasil development cost then comes to
about $500 and about $635 of the first year'’s
promotion. This may be compared with the
$1325 retail sale figure for original prescrip-
tions filled. '

CONCENTRATION OF SERPASIL PRESCRIPTIONS

A most remarkable revelation of the prescrip-
tion audits is the fact that over half of the
Serpasil prescriptions during the audit periuds
were written by three physicians. Furthermore,
all 3 of these doctors. are full-time internists.

Four-week
Serpasil prescriptions
Number Price -
“Total 28 $102
Internist B 8 $30
Internist C S 20
Internist A 3 14

Nine other prescribers 12 38

The three internists in Fond du Lac thus
accounted for 57 per cent of the prescrip-
tions of Serpasil and for 63 per cent of their.
dollar value.

‘This finding that Serpasil was predominaatly
(although not exclusively) an internists’
drug in Fond du Lac has important implica-
tions for marketing strategy.
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SOURCES .OF \INFORMATION ABOUT SERPASIL

lt;xponnnt differences are observable between
the. prescribets and non-presctibers of Serpasil
in’ their exposule to information about the

produce.

In the first place, the great majority: of Ser-
pasil prescribers remembered having been
detailed on Serpasil, and all but two said that
d:ey had received samples of the product. In
contrast, fewer than half of the nou-pmqib-

ers were detailed or received samples.

Scrpgil‘ Nog;
Towl 3 32 20
by detail men -3 25 8
as samples 3 3 9

Alihough “other prescribers”

ternists credit professional sources for theirs.

of Serpgsll‘
‘most often report that detail men led them
to.make their nmtul pracnpnons, the in-

“Where did you happen to get the infor-
mation about Serpasul wl:nch led you to
prescnbe ie?” AL

“Other
Internists® prescribers
Total - ] 32

Dcmlmcn = 15

Papets, amclu in. e
journals 1 10
National -

... conyentions : vt 2 3
County meeungs - 3
Direct mail - 2
Journal advertising”  — S S
Staff meetings B
Other sources - 4

(some physicians named ‘more than one
source of information)

Two of the internists were among the early pte-
scribers of Serpasil.

* Accounted for 57 cent of tescrlpnm ‘written—
and 63 per cent of ‘zﬂu vplunfe for Serpml dumn‘
the prescription -audit periods.

“Can you tell me what monthyouﬁm

prescnbed Serpasll?"
Osher
o lﬂlmu‘l: prescribers:
Total -+ g 32
1953 - 4
January-April 1954~ 2 4
May-August 1954 1 9
December 1954 - 7
January-April 1955 - 8
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GENERAL SOURCES OF INFORMATION " iwi @5

Local Serpasil prescribers place more emphasis
on detailing as a source of information about
new drugs generally than do nonprescribers.

‘But none of the internists mentions detail

" men ‘as_his ‘most important: source, .even
though two of them see all detail'men who
call and the other sces those from the lead-
.ing pharmaceutical houses.

“Which of these methods do you find

most important to you personally in
learnmg about a new dmg?” o

S ’f'm _Nos-
“ Total 3 32 20
Detail men - 15 5
Papers, articles in : Lo
journals 1 n o7
Journal advertising - — - 2° .2
Direct mail 1.2 .1
National
conventions - - 2
County meetings -1 1
Staff meetings - - e 2
Reference books 1 P
Post-graduate , )
g i Vg e

In fact, two of the internists go against the
trend by saying that to them detailing is the-

least worthwhile commercial medium,

“Which of the four sources of informa-
tion from manufacturers do you find
most worthwhile for learning about new
products?”

o .Smﬂ i ¢
ln.uvm’m‘frqcrib’cn prescribevs
Total 3 32 20
Detailing - 2 9
Company
.. periodicals - 2 bJ
advertising - .12 2
Direct mail - 4 1
No choice 2 2 3
“Which do you consider least worth-
while to you personally?”
i Internists pfam‘bm ﬂnfzzm
Toul 3 . 32 20
Direct mail 1 15 14
Journal . . e
' advemsmg - 13 3
Detailing 2 .2 1
Company e e
penodnls S - 1 -
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THE SERPASIL MARKETING MIX

Ciba already had a large investment—approach-
ing $1,500,000—in its forthcoming product
when Raudixin and Rauwiloid came on the
market. The early impressive rating of Rau-
dixin (Squibb) in the Nielsen drug report
speeded up the entry of Serpasd into the field.

The first year’s national advertising and pro-
motion effort for Serpasil cost, in rough ﬁg-
ures, about $1 ,900,000.

detailing
$900,000

convention
exhibits
$150,000,

direct mail
$400,000.

sampling
$200,000

journal
adv.
$250,000
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SUPPORT FOR SERPASIL IN MEDICAL JOURNALS

Reserpine has been the subject of considerable . received mention along with other drugs in

professional attention since its isolation from numerous other papers.
the ocher. sake  root s“b?""ces;, and a large Two meetings of the New York Academy of
amount <.)f clmu:'al experimentation !m been Science had been devored entirely ‘to reser-
- reported in the literature and at meetings. pine. Ciba helped finance these ings,
At the time of the study, over 200 articles and paid for very widespread distribution of
on reserpine had appeared in journals and . -abstracts ‘and for a book on the full pro-
about 150 papers had been devoted to it - ceedings.

at medical meetings. The product had also

CORRELATION WITH SOURCES OF
INFORMATION ON SERPASIL

“Where did ypu’ha}gen to get the information about
Serpasil which led you to prescribe it?”*

35‘ Total Prescribers
12 Journal articles and Journal -odvenfsing
5. conventions
a direct{mﬁﬂ
15  detail m;n
8 other sources including countf iﬁéeﬁn’gs, staff meetings

" ®some physicians named more than
one source of information
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' "GENERAL SOURCES OF INFORMATION

"Whi?:hfof these 'mgtrhodskad you ﬁ‘hfd‘vnibs’t ‘important to

yon; personally in learning about: new drugs?” .

A TOTAL OF 55 physicians in the study -

Journal articles and Journal advertising

¥: coﬁventions

élirecf mail

o d?f‘ai'ly men

other sources including county meefings; staff meefings

logend:

Internists (3 internists accounted for
57% of prescriptions written and 63%
of dollar volume for Serpasil during
" the prescription audit periods).

B noh-prékriber# of Serpasil

other Serpasil prescribers
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CHARACTER OF SERPASIL JOURNAL ADVERTISING

Ciba ran multiple half pages and full page ads in each .issue
of a selected journal list. Copyandanemplnsuwasondmg
action and product name. .

sedation |
without |
hypnosis |

. ' .|
¥ i
Serpasil
(seserpine C13a)
A pure crystalline alkalood of rauwolfia root
first identified, puriﬁcd and introduced by CIBA

In anxnety. tcnsnon‘ nervousness and nnld to sevcte neu-
roscs—as well as in hypeﬂenswn—SERPASlL provides
a nonsoporific tranquilizing effect.and a sense of well-
being. Tablets, 0.25 mg. (scored) and 0.1:mg.
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INTERVIEW PROFILE G.P. “E”.

G.P."E” is one of the younger doctors, only re-
cently admitted to practice: He is on the staffs
of the hospital and a small clinic. So far, he
has artended all local medical society meetings
and most conventions at the state level.

He learned about some of the drugs on our list
while a resident in training. In fact, he did
some experimental work there on one of them.

A more-frequent-than-average 'prescriber, he
admits that he is more susceptible to most ad-
vertising than many other doctors are. He sees
all detail men, uses samples on a trial basis,
reads or looks through every house organ that
he receives and the direct mail that is more
comprehensive than single sheets or cards.

‘To him, medical journal advertising is the most
worthwhile source of information and direce
mail the least. His original use of both Buta-
zolidin and Serpasil was impelled by advertise-
‘ments he read in journals. He receives four
of the leading journals, reads all four, and
considers - J.LA.M.A. the. most useful to him
personally. ’

As he reconstructs it, he gets his' preliminary
information on new products from detailing
and from direct mail, both of which'stimulate
him to look for information in the journals.
He regards the professional articles as a more
certain and accurate check on the products, and
he leafs through the journal advertising to re-
mind himself about them. Then comes the first
trial during which he. prescribes the drug. If
the reactions are favorable, he continues to
use it.

Because of his relatively recent experiences in
training, he also tends to keep close to the rec-
ommendations of others on the hospital staff
about products they are utilizing on an experi-
mental basis.
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MEDICAL JOURNAL READING

Most Fond du Lac physicians subscribe to more
medical journals than they are able to read,
but each of them manages to look through at
least one.

‘When shown a basic list of 15 of the more
popular medical journals, the physicians re-

~ ported that they receive an average of about
5 journals apiece, and that they read or look
through an average of three each.

“Which of these 15 medical publications do

‘you happen to receive? Which have you
happened to read or look through dunngthe
last thirty days?”

The response indicates the following num-
ber of journals were received and read:

Read or
: “looked
, , Received . through
Total doctors 55 55
% ‘ %
One journal 4— 72 11-20.0
. Two journals - 1- 18 11-200

Three journals . 11-200 ~ 13-236
_Four journals  8—145 8145
Five journals 14-254 7-127
Six journals 6-109  "3— 54
Seven journals 7-12.7 1- 18
Eight ormore ~ 4—72  1- 18
The problem which the busy physician is con-
fronted with in reading his journals is well
stated by Part-Time Specialist B, who receives
10 of the 15 )oumalsandgestomdonly
- three or four—
“I lay asidé those with particular articles l
want to read. Then they pile up in a stack
until one day I close my eyes, pick up the stack
of books and dump jtout”
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SECTION IIT - Chapter 2 - The Story of Eaton's Furadantin

DRUGS FOR URINARY TRACT INFECTIONS

Four other drugs were included for study in the
group which may be considered as competitive
with Furadantin. Stricely speaking, however,
two of them are analgesncs rather than anubat-
terial agents.

Pyridium and Sctemum, Sharp & Dohme
and Squibb products, respectively, are azo
~ dyes and established urinary tract analgesics.

Mandelamine, made by Nepera, is a combi-

~ nation of two older drugs. methenamine and
mandelic acid. Mandelamine’s action is bac-
teriostatic -and it appears to be éompétigive
with Furadanun. :

Thiosulfil (an Ayerst product) is a modern
*sulfonamide used for urinary tract infections.
~ It is competitive with Furadantin both in in-

- dications ‘and in timing since it appeared ‘on
“'the'market at about the same time.

,,Furadannn, or mtrofutantpin, was first syn-
_thesized in 1948 after Norwich and Eaton
had been working on the nitrofurans since

. 1939, It was brought to.market in February
1953 and announced to urologists. In 1954,
. itwas made available to the entire profession.



COMPETITIVE. PROBLEMS IN THE DRUG INDUSTRY

NATIONAL PROMOTION OF FURADANTIN

Dollar estimates of the amount of Furadantin
advertising and promotion are not readily at

hand, but some idea of the cost may be obtained *

through indicated use of various media.
At the time of the study about 150 different
pieces of direct mail had been sent out—
12 mailings were made in 1953 w0
urologists only .
110 mailings were made in 1954 to ’

A siéble part of the advenisit;g.budget»was
devoted to journal advertising. The 1954 jour-
nal schedule serves as an example—

American Journal of Medicine 12 insertions

Annals of Internal Medicine 12 insertions
California Medicine ‘12 insertions
GP . 12iinsertions
JAMA. .60 insertions
Journal of Utology ... 12.insertions
Medical Examiner 17 insertions
Medical Times 12 insertions
- Modern Medicine " 12 insertions
World Medical Journal -~ Linsertion
New York: State' Journal :
of Medicine 12 insertions
Journal of Pediatrics 7 insertions
10 insertions

American Druggist

urologists, pediatricians, and general
practitioners

25 mailings were made in the first quar-
ter of 1956 to the above groups plus
obstetricians and gynecologists.

Some mailings were also sent to druggists,
technicians, and hospitals.

Furadantin was detailed nationally, although
not until October 1954 in the Fond du Lac
area, '

Samples of Furadantin had been sent to or left
with selected physicians and about half (28)
of those in the Fond du Lac area recalled re-
ceiving samples.

Eaton had helped defray the expense of scien-
tific exhibits at four national conventions of
urologists and the profession and at one meet-
ing of the New York Academy of Medicine. In
addition, from the introduction of Furadantin
up to the time of this study, Eaton had shown
commercial exhibits at 66 medical conventions.

The only market research done for this product
consisted of prescription panel surveys to check
the size of the market, the competmon, etc. No
test markets were used.
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FURADANTIN DETAILING IN THE FOND. DU LAC AREA

No detail man was assigned by Eaton to the
Fond du Lac area until October 1954.

After that, the Eaton representative' visiced
Fond du Lac eight to ten times a year for
two days each time. On his firse visit he
stopped at the largest pharmacy to make an-
inventory of similar or compentlve drugs
and lefc samples. -

In order to work efficiently he went through
the entire list of physicians in Fond du Lac
(he did not visit the surrounding towns) and
eliminated unlikely users of Furadantin —
such as surgeons, pathologists, radiologists,
anesthetists, etc. He further refined his list
by including only those whom he expected
to be the heaviest users of the drug. These
physicians he called upon three or four times
to discuss Furadantin. All those on whom he '
called knew something of the drug already.
In his first year in Fond du Lac he spent
about 803 of his time pushing Furadantin.
This amounted to some 40 hours; only 2
fraction of his office waiting time.

On each visic he stopped at the pharmacies
and at St. Agnes Hospital as well.



