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FOREWORD

.

The Forum of the National Academy of Sciences is a public pilatform for
the appraisal and fllumination of broad concerns involving controversy
surrounding the uses of science and technology. This is the record bf
the Academy Forum convened on February 18-19, 1975, to consider "Experi-
ments and Research.with Humans: Values in Conflict.” !

In bringing sciertists and nonscientists together at one time and in
one place, the Academy Forum projects the proposition that effectively
designed policy and its implementation must recognize the interests and -
needs of all relevant constituencies -- private citizens, government,
industry, public interest groups, the scientific community -- the full
spectrum of ai\~tho§€‘wha are responsible for initiating.change through

- scienee-andthose who are,affected by it.
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A Forum actually begins when a topic is selected. Following the
choice of this particularly complex one by the General Advisory Commit-
tee in April of 1974, Dr. Frederick C. Robbins and Dr. Lewis Thomas
agreed to serve as co-chairmen. During the summer the Program Commit-
tee, drawn from a wide range of gxperience and interest, met to define
issues and questions posed by the topic. Throughout the fall and -
winter, numerous discussions were held with individuals and groups to
choose ‘speakers and panel participants who would give the broadest
possible frame of reference. Those individuals were then brought to-
gether for further discussion. Meanwhile, invitations to attend the s
Forum were extended by mail and in the public presssto expand the
audience to include the widest possible representation. -

-This publication presents the culmination of those months of plan-
ning when approximately one thousand people came together over the
two-daf period in the auditorium of the National Academy of Sciences.
Opinions doncerning the success of this Forum undoubtedly are as varied
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and as numergus as those who attended 1t and draw in large part from
what was expected of 1t. Each of the co-+chairmen has introduced 1into’
the record .a retrospective overview of the day he chaired. .

In' many ways the reader of this volume has an. advantage over the
participants of ‘the planning and plemary sessions. He 1s not callgd
upon to make 2 public statement or compelled to defend a point of view.
Remdved from the scene of those frequently turbylent two days, he can
locate, review, and-reformulate the issues; he can observe the wide
spectrum of perceptions focused on the subject, 1dentify their sourcés,
and weigh their implications. This opportunity for-the reader is basic
to our decisaon to, publish an edited proceedings rather than a summary
report, which inevitably emerges as only one moxe view of wbab‘goqk
place. ‘

Here, then, 1n microcosm are many of the toncerns and problems sur-
roundxng the use of human subjects in research, bringing.into conflict
‘not only values but the very purposes and definitions of life itself.
Implicit on every page is the increasing ground swell for tHe right to
knag why, where, and how participation in research wi}l be determined.
The persistent and salient message that emerges from a review of this
record is that men and women of 1ntegrhtv and good will can differ in
perspective and terminology while attempting with determination and no
little anguish to-find answers that will be] acceptable to all segments
of a democratic society. The Academy Forum was initiated to offer a
public platform for such dialogue, and ‘it will continue to address some
of the hard and unanswered questions posed herein.

.

Robert R. White
- Digector
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~ "pDAYT" .
AN OVERVIEW ! ,

Frederick C. Robbins .
Chairman :

This Forum was organized because of the great concern about human ex-
perimentation in this country today. The reasons for this concern are
not all easy to identify, but they” include a number of well-publicized
real or imagined abuses, a subject which was not dealt with in any
detail during the first day -of this Forum. Many of the medical inves-
tigators who have spoken have indicated that abuses are rare, whereas
other participants have implied that they suspect that they are quite
common. However, no substantial documentation has been provided by

.either side, nor has there been any discussion of specific cases except

for the hypothetical one of the panel on children. Undoubtedly the
level of concern is heightened by the discussion of many actual and im-
agined advances in science and technology with potential fearsome con-
sequences such as genetic engineering, behaV1or modification, and organ
transplantation. As pointed out by Dr. Renée Fox, important questions.
are being raised within our society concerning the rights of the indi-
vidual as opposed to the needs of fhe community as a whole -- authority-
is being challenged generally, and this 1nc1udes the medical profession,
which to many has an authoritarian image. Although this may well be
healthy for our society, and I am rather inclised to thifk it is, none-
theless it presents problems for. many groups of people, including medi=
cal investigators. -

During the day's discussion much® was said about the benefits of
biomedical research and the importance of human.experimentation in
bringing these benefits to pass. It was pointed out that no new treat-
ment or procedure can be introduced without going through 4 period of
trial and experimentation involving, eventually, trials-in man. It wds
also pointed out that such trials cannot be done without a certain
amount of risk -- and it is always necessary to judge, to the best of

Aruitoxt provided by Eic: “ .}
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. our ability, risks versus benefits. However, it is also clear that - ..
this not only applies to procedures that are developmental Qr experi-
« mental but also to many procedures that are considered established and

about which questions of risk are no longer raised. 'It is important to
keep in mind the distinction between experimentation that is therapeu-

tically motivated and from which the subject is likely to benefit from
that which is nontherapeutic or from which the subject cannot benefit.

o The information to be derived will be of benefit to others,, possibly

to the subject himself in the future. =%

The subject of therapeutic trials and the gage of controls and/or
placebos was not addressed 1in,today's dacussﬁgﬁ,_ In' recent years, per-‘
haps particularly triggered by the Kefauver hearjngs of some years ago,
there has been great concern that drugs and other procedures be shown
to be efficacious as well as safe before they are licensed for .general
use, It is difficult to quarrel with this point of view and generally
it has received much support; however, it Has an immediate consequence, ;
namely that trials must be conducted not only in animals or in the lab-
oratory but in man -- and not only in man but in man at the appropriate
stage of development -- since the adult cannot be equatbd with the -
chiid, and the fetus presents unique problems.

A properly de51gned double blind trial means that there must be con-
trols. The control is given an innocuous substance or a treatment that
' has been standard‘in the past or may  receive a placebo that, again, is
an innocuous substance presumably from which he will derive no benefit
other than a psychological o It is a major problem and one that
those responsible for licensure of drugs and biologicals and those at-
tempting to develop new therapeutic agents and procedures find most -
troublesome. Thus as we attempt on the one hand to pursue the highly "
laudable goal of demonstrating efficacy of those things We do, we immed-
iately find ourselves presented with the ethical problems involved in
large-scale trials in man.

The issue of informed consent presented our speakers and participants
serious problems. In general, informed consent was régarded as a key-
stone of ethical human experimentation. However, as was pointed out on
a number of occasions, truly informed consent is a difficult condition
to arrive at; and, on some occasions, full disclosure of the details of
an experiment may invalidate it. Nonetheless, it would seem that there
was general agreement on the need for proper informed consent; but,
above all, full disclosure of the details of the experiment and the
risks and benefits to be derived. The degree to which %he investigator
himself should be solely responsible for the explanations and deterpin-
ing consent was a matter of some difference of bpinion; but there was

“ no difference of opinion about the fact that the procedures involved and
the experiment itself should be subject to ‘independent review, which is
> generally the case today in most institutions engaged in human experi-
mentation.
’ As was foreseen in the de51gn oﬁ the’ Forum, the problem of informed .

consent becomes moot when one is dealing with persons who cannot give '

[
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_appropriate consent, either because of their circumstances or because

of their inability to understand. During this first day of the Forum,

“ )two special circumstances were discussed: namely, the problem of the
‘“fetus:and the problem of the child. ‘

Q

Fetal research was difficult for the participants to deal with. The
discussiaqn largely centered around the need for fetal research and the
benefits that have been and can be derived therefrom. £ Little was heard
from those who oppose the use of the fetus. The relationship of fetal
research to abortion was brought up, and one discussant suggested that
they\could and should be separated However, in view of what has hap- )
pened in a number of states in regard to legal restrictions on fetal re-
search, it is hard to believe that-concern about abortion is not a key

‘factor that makes it difficult to discuss the issue in rational terms.

AsSuming that fetal research is to be done, who can give permission?
Informed consent, in lthis instance, cannot be obtained from the subject;
and under circumstances of- planned abortion where the mother, and often
father as well, have made the decision to terminate a pregnancy, their
right to give permission or to make disposition of the fetus seems high-
ly compromised in the minds of many people.

The possibility that fetal tissues might be marketed commercially or
that the decision to have an abortion might be influenced by the possi-
bility of gain was raised and gppeared to be:a new thought to most of
the participants. Whether or nwt a previable fetus should be treated

the same way as a potentially viable fetus is a controVersial matter.
Whether or not the previable fetus is considered to'be a person or the
equivalent of a maternal organ has considerable to do with the kinds of
experimentation that would be regarded as acceptable on the previable
fetus. Unfortunately, it is not easy to define viability in absolute
terms. Afy arbitrary definition must be subject to revision, since with
our improvements in technology younger and younger fetuses can be saved..

. Another distinction of importance is between living and dead fetuses,
since it is primarily experiments on "living' fetuses that are deplored.
The definition of IZving in the case of a previable fetus is not easy *
to make, since once the fetus is séparated from its life-support system,
the mother, it is no longer an independent organism capable of sustain- .
ing itself. It was not made clear during the formal discussion that
much of the 1mportant research cited does not require a living fetus.
The' experlments are done with bits of tissue or cells that can be se-
cured in much the same way as organs or tissues are obtained at autopsy
from older individuals. Relatively few exper1ments are done with what
could be called, by -any definition of which I am aware, a living fetus.
Such experlments do present 3pecial emotional, and perhaps even ethical,
problems; but only this way can certain kinds of information necessary
to learn about the metabolism of the fetus at dlfferent stages in its
development be obtained. -

- Can one Just1fy doing anything’ in anticipation of abort10n7 This
question arises because of the need to understand the effect upon the
fetus of certain drugs, vaccines, or other environmental alterations,
An example-of such an experiment is the testing of an antibiotic or drug.

12 o g
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. to determine whether or not it reaches the fetus; and, if it does,
whether or not 1t is 1n any way 1njurious. “Since, even after exhaustive ’
. testing in animals, 1t is often not possible to be certain that a pro-
' cedure will be innocuous for the human fetus, most such experimemnts can
. only be done when the fetus did not. survive. A special eonsideration
1s that the mother might change her mind when 1t 1s too late to reverse
the procedure. In practice this does not seeg,to have been a problem. ¥
. .The British have adgpted the position that only under very special cir-
cunstances can anything be dane 1n afiticipation of abortion.
g In'spite of its controversial nature, it does not seem that the ex-
treme position that no research under any circumstances can ‘be done on v
* « _ fetuses is in the best interests of society. It is not easy, however,
to arrive at any compromise position. The distinction between research
on living fetuses and dead fetuses might allow for some compromise,
' namely restricting research on living, as opposed to dead, fetuses. It
' is unlikely that a position will ever be arrived at that will be satis-
factory to those persons who are opposed tp abortion under any circum-
. stances, sincd the fetal research-abortion issues seem firmly linked in
their minds. 7 Nonetheless, the approach taken by the British, in which an
. .arbitrary statement, Subject to revision, of the criteria for viability
were made and certain very specific guidelines fere laid down that
11m1t but do not prohibit, fetal research is a reasonable approach.

In considering the peculiar problems of research on children, it was
pointed out that it is important to do some research on children, since
they differ from adults 1n their response to drugs and other procedures.

. However, concern.was expressed about doing any research on children that
: was not of direct benefit to the subject. Indeed, it was suggested that v
parents do not have or should not have the right to give permission for
‘ participation of their children in such experiments. The proposal that
all children more than seven years of age should be asked to give con-
. . sent before participation in experiments provoked disagreement,, since
¥t was felt that children so young would be unable to ¢omprehend the
circumstances and to give truly informed consent. The age at which ‘this
could reasonably be expected was not agreed upon; and, indeed, the dif-
ferences in rates af maturation among individual children make it diffi-
cult to draw an arbitrary line.': However, someyhere befween thé ages of
———#welve and sixteen seemed to be reasonable 1n the opinion of certain‘of
) the participants. The problem of institutionalized children is an even
more d1ff1cu1t one and here, again, a serious question was raised as to
whether or not anyone has the right to-glve permission for such ch11dren
. . to participate in research.
It was obvious during the entire discussion that'the mechanisms that
we now have for obtaining consent for those who cannot give it for them;
selves -- this includes children, the fetus, institutidnalized chlldren, »
and theJnentally retarded -- are probably inadequate. - Some better .
mechénism must be devefoped, whether it is through the courts or by some
more innovative method; there seems to be a need to provide a respon- —
PO . sible surrogate who can protect the interests of these individuals.
Traditionally, where available, a responsible family should be able’to
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do this, with proper guidance and support. Unfortunately, not all fami-
lies are responsible; and; therefore, even when there is a family some
assessaent of their capability to preserve their child's best interests
is desirable. .

The effectiveness of the present review mechanisa for human experi-
mentation was a matter of much interest. All institutions that conduct
research with federal funding are required to have a committee that is
responsible for review of all proposed experimentation involving humans;
and not only must they approve the project before it is initiated, but
they also have responsibility for continued momitoring of the project.
Although limited, the discussion revealed that there is concern about
the composition of these committee Ip general, it seemed that most
agreed that, in order to have a proper review of the ethical concerns,
the medical investigators should be assisted by nonmedical persons. .
However, as yet there seems to be no complete agreement as to the proper
number and kinds of such persons to be included on the committees. A
question was raised concerning the degree to which the actions of the
committees were made public and the kinds of records that are kept.

Mr. Halperin proposed that the entire review process shotld be subject”

to investigation to find out what is going on around the country, how
satisfactorily the procedures are being followed, and what might be done
to improve the process. Indeed, he suggested that the entire subject of
experimentation with man should be approached in an experimental way. - e

A final matter that was raised was that of providing some type of in- .. : T
demnification of the subjects of research in case of injury or loss as ’ I
the result of experimentation. This seems like a subject -that is amen- .
able to solution once it is agreed that it is the proper thing to do.

‘ It would seem reasonable to conclude that: .

1. The concern zbout the way in' which human experimentation is con-
ducted is greater than many investigators realize.

2. It is not enough to calculate risk-benefit ratios, but ethical,
moral, and political considerations must bé taken into account as
well. Howewer, it seems not “té’be’ geflerally recognized that the move-
ment towards demanding proof of efficacy of the therapeutic measures
implies greater need for experimentation inyolving man. . .

3. Although informed consent is a critical requirement for the eth- .
ical conduct of research, new means need to be created to provide a
surrogate to serve those subjects who cannot give informed consent for

themselves., >
4. The appropriate conduct of research on humans should be addresse
as a suitable subject for critical research.

2
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WELCOME ’

. . " Philip Handler ’ 4 :
President
national Academy of Sciences

. ~ .

> . ’

- - N .
My purpose herggis to welcome you tq the National Academy of Sciences. .

This 1s the third of a series of forums and a new and experimengal mode l '
by which the Acagem) hépes to be of service. |

«

About two years ago, we decided that there is required somewhere, a .
platform for discussion and debate of controversial issues @f public
pollcy concerning matters that involve a considerable degree of tech- , .
nical content. Successful organization of such a “forum is not easy. . -

It reminds me of the house I owvned 1n North Carolina. Immediately
around the house was a small_lawd, surrounded by several acres .of wood-
land. Many of our visitors would note how pleasantly natural the woods

looked and would offer sympathy that the lawn had to be mowed. The < d
B .reality was that the lawn’could be mowed in flfteen m1nutes, but it was
T back-breaking wark to keep those woods looklng “‘natural." A
- 'Similarly, to excite interest and conflict sufficient to arouse what
. we hope will be heated, natural, uninhibited debate when- the floor will -

be yours, we “have Planned, in detail, gresentatlons by speakers of g
differing*views, who, hdWever, may or may nQt contradigt each other.
When the positions are truly polarized, such’'debates .give-rise co more .

’ 'heat “than light. The opponents usually talk past each othe; rather than- . '
‘ at each other. Nevertheless, in our previous forums we have<had & few
. ' . ‘"moments when there was real confrontation and.enough llght was shed so

that'the others in the room understood the real differences and weré
« able to maKe evaluative judgments of their own. That is the purpose of

°. these exercises. R
T The subject of the present Forum is very much in the national eye ‘
{ ;and has €élicited much interest from all quarters of our society. The .

< . problem itself, however, is by no reans new; it has been with us since

. the beginnings' of experimental medicine. "t is not likely to be ,
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" in 1ngisting that this not he done unless all of dur faculty and medi- .
cal shudents also were willing to participate. An individual who
chanced to hatch the tissue tvpe of a needy recipient would be subject .
to a kind of moral suasion which is difficult to resist; to have picked [}

‘able? Rather early on in the history of transplantation antigens, when .

10 ) .

resolved in these two days; but 1f we emerge with a, better understand-
ing, then our purpose will have been served.

Many, 10 th1s room have had personal encounters with diverse facets
of the problem of using human subjects 1n experimentation. I have a
list of my own. There was the time when L was among the first normal
controls to swallow nicotinic_acid. I had no tnought of being at risk,
but, at dinner.that evening, I suddenly felt as if a Bunsen flame was
being plaved upon m back. Thus was the vasodilatory property of nico-
tinic 2cid discovered. Happily, that is all 1t did; 1t might.have done
more. Such an experiment would be undertakea with much more caution
today. But what should one think of the fact that this somewhat useful
property of nicotinic acid would not have been nearly so readily dis-
covered with animal subjects?

Another time that I recall vividly was when two med1cal students and
I were engaged 1n studying the response to 1ntravenously administered
parathyroid hormone. Unbeknpwst to us, until that timé no one had ever
been given parathyroid. Hormone who was not recumbent. We gave each
other the extract intravenously and went about our business in the lab-
oratory, preparing for the analyses we were to undertake. Suddenly,
all three of us were on the floor. Thus was first observed the fall in
blood pressure that-follows the injection of parathyroid extract.
Again, happily, that turned out without serious consequence. But there
were some very bad moments.

Those risks are ancient risks. Given the ultlmgte need to know how -
a potent1allx useful drug affects a normal individual, some degree of
untoward events 1s inevitable., What frequency is to be deemed accept-

tissue typing had just become practicable, it was proposed at our medi-
cal school that all the'inmates in a nearby prison be thus typed, in

the hope that ‘they might be identified as potential kidney donors. The
prlson authorities had already agreed when the proposal was brought to
the executive committee of our medical faculty. Two of us wera adamant

that particular population seemed to us to be inappropriate and un-
warranted. The program was not implegented. Whether anyone later was,
deprived of life-rendering assistance “as a result of that decision, I !
will never know.

Some of the problems of weighing the risks versus the benefits of
the conduct of research using human subjects will be put before you
this morning and then illuminated during the course of the rest of the ¢
meeting. These problems, as we have seen, are mnot new, But our sensi-
bilities have been heightened in recent years, and it is because of this
helghtenlng that it seems imperative that we reexamine this old subject
in an attempt to help our country frame policy in these regards. .As
you know, a Commission has been appointed to attend to that task; that
Commission, l}ike ourselves, will require education. .

7V~. - N ’ . . &y
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. Most of the medical schools and teaching hospitals in the United
. States have come a long way 1n their behavior in these matters. It is

no longer possible for an isolated investigator to go off on his own and
simply do as he pleases. He 1s now accountable to his colleagues, ip
advance, before he may undertake any proposed experiment. Indeed, that
very process has increased the sophistication of current medical re-

. search. However, few of us think that current procedures for account-
abi1lity are adequate and sufficient for our societal purposes. It is

~ in the hope of getting a step closer to eshat such procedures should be

"in the future that this Forum has been convened. I hope that, by
tomorrow afternoon, all of us will have significantly more insight than
we do this morning. . A
-
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A CULTURAL AND HISTORICAL VIEW

Francis D. Moore

.

INTRODUCTION
3 .

Human experimentation 1s a daily occurrence in the practice of medicine

because of the uniqueness of the individual. Whether it be the first

dose of insulin in a diabetic or of digitalis in the cardiac, the method

of careful planning based on a background of knowledge, with honest eval-

uation of results, plays a key role.

Every surgical operation is an experiment in bacteriology. It is

also an experiment in the pharmacology of anesthetic drugs (the only 3

\ drugs that we regularly use to take patients into deep coma), in the

conformity to anatomical norms, and often in the biology of malignant
.tumors. It is far better to recognize these uncertainties and the -
insecurity. of the individual in & s€a of statistical probability, than
"it is to move the other way and to routinjze medical care under the -
delusion that all people are the same. It is the very application of
the scientific experimental method to medicine that permits an ethical
outcome in the endless variety of human disease and the unpredictable
patterns of emotional response. ‘
Althohgh this basic experimental nature of clinical medicine and,
indeed, of all human intercourse is not the subject of this Forum, it
is an essential and appropriate introduction because experimental obser-
vation ip maf displays a continuum or'a spectrum that starts at the
bedside. This spectrum stretches from the daily uncertainties of drugs
and procedures to several much more difficult areas. .
The most familiar of these more troublesome areas is that gf thera-
peutic innovation. Whether it be the first trial of new drugs, of
vaccines, or of surgical procedures, there must always be a "first",
. and this is alwags human expefimentation. Beyond tHese clinical tqlals

15 | : ,
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is the area of experimentation 1in patients who migh$ profit from the
knowledge gained (o ten at some unspecified, later time), sort of a
general humape promise. This 1s the basis for much of "clinical inves-
tigation."

Finally, we come to experimentation in persons not expected thereby
to benefit at all, ‘persons possibly hurt and hurt badly (or their lives
endangered} when they wittingly or unwittingly provide the body of a .
sentient, erect-walking bived for biological experimentation. From this
last area of experimentation have come some of the glories of medicine
and of public health: the conquest of vellow fever, the rout of typhus,
the perfection of blood transfusion and, most recently, space travel,
. surely a most remarkable form of human experimentation. Experience
- suggests that our intuitive judgments on all these are partly based on
retrospective outcome analysis, surely a weak reed to lean on in the
ethical jungle. From this last form of experimentation come also some
of the darkest chapters and some of the most flagrant abuses of the
societal Dr1v1lege of physicians and scientjsts.

In focusing some historical perspectlves as an introduction to this
Forum, I should point out that it is not a new field. I refer you to
the translation” of the Smith Papyrus (c.2500 B.C.). That earliest ’
recorded experience of man in treating illness clearly shows the !
insecurity, the uncertainty, and the essentially experimental method _
of medicine.

It is my intent here to explore the spectrum just mentioned and to
review a few historical examples that demonstrate the folly of general
or abstract rules, and the hazards of hasty judgment.

"I am going to tell of each ease briefly and try to analyze.some of .
. the salient features of each as examples of bold, sometimes hazardous,
- and not always successful experiments 1n man.

Smallpox - 1721 ,

I would like to begin by going back 250 years to the first example of
‘public health and epidemiology conducted in North America.
About 1718, the Reverend Cotton Mather, who was dnly a few short
years from the witch burnings, learned.of African natives who recognized
that the scars of smallpox meant that one would never have the disease N
again; they occ351onally and purposely gave each other the disease, -
.* Lady Montague, wife of the Brltlsh Ambassador to Constantinople, also
had known that the Turks did this. Because Mather was a corresponding
member of the Royal Society, he had become aware of this information.
Although Bostop was repeatedly ravaged by lethal smallpox epidemics,
Mather could not find any local doctors willing to undertake this
v dangerous and innovative procedure. So he turned to a small nearby
community known as '"Muddy River" - now Brookline. There he found
' Dr. Zabdlel'Boylston who was the son of a doctor but had no medical
- degree of his ‘own. Mather talked him into it, and Boylston went ahead
with the experiment. He did not imoculate himself because he had

ERIC o | )
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already hLd the disease; even though there was no word for immunity, he
kiew what it meant. Boylston started with his child. The boy developed
what was called a "discrete" case (which means that each pock was sepa-

rate) was sick for a few days, and got well.

Boylsfon went on to ipoculate a great.many other people.. This was LS
inoculation with the virus of smallpox; this was not vaccination with
the virus of cowpox. \

The following 1llustrations are taken from Boylston's book! on this
hazardous exercise in human experimentation. |
In Figure 1 is shown the title page of the 1726 corrected second |
edition of 4rn Historica® Account of the Srall-Pox Iroculated in New |
*Ingland, originally published 1p London. It was further published in
Boston in 1730, The comprehensiveness of its contents as well as the
dedication bear notice.
Figure 2 1s a sample page that gives a clear indication of :the scope
of Boylston's carefully detailed work and the nature of his observa-

tions.
. L C11)
Hiftorical ACCOUNT fhould take it in the natrat way fhe fuffer’'d
soc to make the proper Incifons , after whe hat
OF THE the 7th Day, her Fever came on, and the Smsll
Pox came out on the gth pie-ty fuli of th di=
~ oy T YT . DNV fthin@ Sort : She had fomethina sante of It
* b l\/l A L L= 1 4\ ver than o ufual ths way, afvi alo (b Lo he
. of tne Duiternper her Meryec came o o 2 iy
INO-CULATED - adicd to her Uncafiicffos a fov Lays w4l
went overy and facioon e wedl fee o
- IN ly reported, thas fhe notcarny ', 10 s Lk
Jnquiry of the Nure, 1 osound vt o ol
- NEW EN G LAND, - groundlefs, fhe not [tn.,; then vath (5 ! 3

- I moculated Mrsal™ ige, atsut 2o Yoin old,

UPOﬂ all Sorts o I)CY{O“S;}V,’”’?:*&WL‘, 7 who had nuefed per Suler. then hang tk of
and of all Agcs and Conititutions. the Conflucnt Small- Pon, until the™th D4y £ o
. here Eruption . She beng ternify’'d watt: the Cir-

cumftances of her Suter, I was perfuaded by her

With fome Aciount ot the Nuure ot the
Mother and telf to inoculate her, which Fdid,

Infeton 0 the Nattrar ot IhortLatep ) ¢
\\':;, and ther different edets on Husax by way of Exp(':r‘lmcm * She had the Small-
Booirs. : Pox at the ufeal Time, with very bittle Sicdnets
or Pain, and fcarce anhundred in all. She wasto
With e thort Dirrctions to the Un. foon WC",it could hzrdly be (aid fhe had Leenfick.
expertenciv moshis Method o Pradice. sth, Finoculated Juthice Lyx I:'s Negro Boy, .
: —— ——— about 17 Years old, he had thg Smull-Pox at
Humbly dediza .3 <0 Far oyl Highnih Uic Prancefs of Watss, the ufual Time, and of a very kind dubinct sott,
By Zabdeet Boyiston, Fe R. S, and foon was wtll. <.
— — 6th, 1 inoculated my thiee Daughters, Ferw- N
N The Sctond Ldrtwm, Cotretted, Jha of about to, Mary 8, and Elrzabe'h 3 fears

old ; the cldeft had but about 40 or 5o, the
other two were pretty full in their Faces 5 ard

Lo ¥ Do ¥ .
' " Printed for 5. Cuanoin, ut_the CrofeKeys in the Pouliy. . :llildt&g’l.sy'f'gmm' proving gentle, they foon
NePrined « B0 :: I::;:' ?(x:L' or ;' - ’ ath, 1 inoculated Mr. Flias Adeis, abour 18
at in N B Gman . 2 .
i ot T Hanrock ut ha. Bibke sad Thre O Vears of Age, be hadtli;Small Pox at the (;r;!; ‘
W Amfret. M DCC. XXX. . . d . .
"FIGURE 1 . “FIGURE 2 ’
/. . M )
. . ‘ » - A
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L. * Further ofi in the book we find this table (Figure 3) citing the
{ number oflpersons inoculated as well as the names and dates of ensuing
deaths. llere, in this first recorded study of any attempt to deal with
public health in' America, we find detailed data (Figure 4). Of the 286
o people inoculdted, including thirty-nine from Roxbury and Cambridge,
‘ " there were six deaths. Boylston recognized, as he notes, that some of
these may have been "infected in the natural Kay, before Inoculated."
Lastly in Figure S we have here a statement that clearly implies the .
* success of Baylston's worh. In 1721 and early 1722, Boston was ravaged
' by ancother smallpox epidemic: 5,759 persons had the disease naturally,
culminating in 844 deaths. Comparing these numbers with Boylston's
indicates that individuals receiving his inoculations experienced about °

A a l-percent mortality, while the natural disease produced a 15-percent
mortality. 3 t \ " —
This hazardous experiment, which was carried out with very little
. ) background and the most primitive knowledge, paved the way for =
L . -‘ sy \ . '\34")

‘ e, -inoculated them i &, rafons inaHad 3 per Hm'
oot I Timé, Misf; *gain, and fo B cained, Ve Sealt| peck [EBe8, hohavedied
prevented that Misfortune, .. . " Poxhy lakaal-Pox] v, bf Jeoosa]

In cafe you fhould have, thro’ ill Habits of -  lacion, ey
. Body, or the'like, any of your Inoculations that i N
-, . will not give way to, and heal with white Bread From 9
and Milk, treat them as ?10“ would de other” PMontoz ol oy ] co S ©
common Sores, wz with Fomcntations and 7“‘:‘”}‘ " . o | ool e
- . . N & to 1
firanger Digeftives, €. A »: < o o
”~ ~ o~ o n s vy on cae e by e -
WIFLOVIVOLLTIRLLOINOHACY |[(foU R P T el =
° A TABLE fhcuing the Namler Tnoculated ;Z-:: i: :4 ‘2 g; g: g:
by me 1n each Monthin the Year 1721 & 1-22. 0t $2| o8 b o> ot o
with the ill Suzcefs attending cthe fame, wis, j0t0 69 ¢9 o8 o | oz oz
Who dyed aad When. . 6510 67] o3 o7 c2 o0 ot ,}
O ————| = f——
S i 31 ¢ . Total | 2 242 ol ob ob
Fnly ibo Tgocula- 1 + !
dmpufl {1300 redbyDrs
gg::n‘. 33| O Mrs. DivwZ Septerher 241b, [Raty 1nd/
r 118 o Mr D’y Tadsin Gul December gtk
Nrvember 13 = 7:&»: ihate 2{2;'.“1)«:7:&(:’;6 s Thompfonz} 39 33 } oo co.y oa |
- -Dacombes b-gl o8 Mex. Bribush Searbarough, Decemby V1the : Res- ¢
A xuary 71 S Mrs Wedt; Decerber 181h. y and R
é"“'} §: ¢} Mss. Serle, 7m4y’ 34 mehgt 4
March gy S ﬂ-—;— —g—— o
At J . _Fotal V 286 | 281 o1 'ob ! of
May .6 ? -
. “a‘[ .
—_— : ’ . It appears by the foregoing Table, that Ino-
Fw my Experience in them thatliv'd_ as well asebole gwbo culation upon fix Perforrs dfd not produce the
L :‘k:.in':’beCoWnt‘hr,leMa‘dvif;;bfm:nnm& Small-Pox, by Reafon they had had it before.
h and » thae may come inco this pralice, thae Ji ac I 3
Cauniry o svodranember Drterbee BT ermery ot boreoeston Jind that out of 286, fix died, though they had )
: . obelieve thac of M. ek, Sevle, Wx’h 1nd the Indizn not all the Small-Pox pnly by Inoculation, as .
. | GiH, .N,‘b:: Inoculaced ia 3 cemperare of warmer Seafen, we have Reafon to believe, but were fome of
bey wou'd have done well.  And e may be worthy of Nore, them infeQ@ed in the natvral Way, before Ino-

tha in sbave Ong Hondred snd Fifry Males tha were Joscue

T Toond Bere, and of which Nuwber Eighty odd Men, buc cufatell. And it further appears by our Prac-
: oy ol T E v SR dice. In New-Englend, that 18 Number of Per-
FIGURE 3 ' FIGURE 4
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pinion of this 5 and until then, T fhall value and , '
efteem this Method of wnoculating the Small- .

Pox, as the moft beneficial and fuccetsful that
ever was difcover’d to, and pra&ited by Mane
kind in this World. .

In the Yedr 1721, and Beginniag of 1-22,
there were, in Boflon, s159 Pecions who had ) .
the Small-Poy in.the natural Way ¢ 2t of vluch :
Number died 844, ("this Account 100k fioin
one of our Prints, publithed by Authority ) fo
that the Proportion that died of the naturalSmiall
Pox there, appears to be one in fix, or berweer
that of fix & féven.

"The following Table will fhew the Difference
between the Succefs of the natural Small-Pox, | .
aad that of the inoculated, in New-Englazd,

FIGURE 5 . .

v

seventy-five years of some -- however uncertain -- protection against
.epidénic smallpox. The inoculation was used by General Washington in

the Revolutionary Army. Bdylston, originally ridiculed and scorned,

lived to receive honor and vindication both here and abroad. He paved

the way for the acceptance in this country of Jenner's great contribu- *

tion of cowpox vaccination when Benjamin Waterhouse brought it from . \
England.” - .

Looking back, what is interesting about all this? First, the doctor ,
was persuaded by a man of the church! Second, the procedure was under- .
taken with no preliminary animal work whatsoever. It was based largely )
on hearsay and the universal observation that if you had the scar you
had the badge of immunity.* It should also be recognized that a mor-
tality of 2 percent would be absolutely unacceptable in any present-day
review of human experimentation. But it led to protection and opened
the door for future work. o .

. f '
’ . . . v . o - 6,
s

*Please note -- for the example 250 years latér -- that'if you had the ' v

characteristic, flaccid paralysis you neéver got polio “wgain! R
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Polio - 1934 , . »
Our second example, advancing along the spectrum, m;;es forward two
centuries to the poli® immunization trials in the middle 1930s. Start-
ing in about 1932, Dr. Brodie and Dr. Park of New York had grown some
potio virus i1n monkey spinal cord, which they had then inactivated with
formalin. On the basis of "about twenty monkeys, they inoculated about
three thousand children. At the same time, John Kolmer of Philadelphia,
working with” a-rather different virus preparation, inoculated himself
and then his children. On the basis of forty-two monkeys, he then did
a very large experlhent, the exact numbers of which were never recorded.

Dr. John Paul, in his History of'POZiomyeZitis,z states that Brodie's
results constituted evidence that immunity could be developed against
the polio virus by using 2 virus rendered noninfective by formalip.
This finding, as it turned out in later years, was of major signifiéance
and not far off the mark. But Brodie acted on it far too precipitously
by rushing into human use. His haste was attributable in part to his
desire to be ahead of’ his competitor. Otherwise Brodie would not have
taken the risks he did by barging into a program involving-the immuniza-"*
tion of so many children with a vacdine that had been tried on only
about twenty monkeys, ‘'Withip the first year there were severa)] cases’
of polio from these two experiments. Some of them resulted in paralysis
and some in death. And what of the scientist? Paul gives this account:

To poor Brodie, on the other hand, failure was a trushing blow.

During the early days of his experimental work everything seeme

to be going well. He had received many flattering offers, but

after 1935, such offers ceased abruptly, and Brodie was hard put

to find a place to work. Eventually he accepted a minor position.

He died shortly later. It is alleged that he took his own life

a tragic end for one who started out with such high hopes. '

- The startling thing about this story -- and this is an important
consideration -- was the impact that a poorly conceived -experiment had
on the éntire field. Paul sums this up as follows: "The events of
1935 cut more deeply into progress in the immunization of man against -
poliomyelitis than most people realized at the time." He tells of'a
meeting held in 1946 by the National Foundation for Infantile Paralysis,
then active, at which a report was given by Dr. Morgan of Jolins Hopkins
on’immunization progress in monkeys. One of the participants at the
meeting.said, "The time has come to find out what happens in man: to
study his immune reactions; and to get on with new attempts to produce
evidence of artificial immunity in man." At ‘this, according to Paul, |
"a veritable shudder went round the room." ’

The responsibility of the scientist is not only to his subjects, not
only to his science, but he may, uawittingly, have an .effect on the

whole subsequent development of the field. .




Polio - 1960
Our third example is the successful development of polio vaccipe. Since
. John Enders long has been a friend of mine and I have made a hobby of
‘ considering the various aspects of his work, it is+a particular and re-
markable pleasure to discuss that work in the presence of today's chair-
man, Dr. Robbins, one of the major contributors to the great discovery,

Most of you know the story, but there are several features that are. -
very }mportant. First, youth was invelved: two young men, one of them
starting as a medical student, working with a senior scientist._ It was
a group endeavor with constapt open review and publication: beware of
the single man who wants to keep his-work secret. s Cautious interpreta-

. tion wa$ characteristic throughout. Human fetal tissue3 was the basic
breakthrough, as described so clearly by Dr. Enders in his Nobel address.
The placebo was critically important: the initial plan involved 30,000
children who would receive a false injection. One could be certain
that some of those children would get polio, and some would die.

It also is interesting that it encountered 5erioys trouble at one
-point with the so-called "Cutter.incident,” an‘example of a scientific
(viral) aspect more complicated- .than a commercial process could master.
But the vaccine did have to be tried for the first time in man, in per-
fectly well young children, with no therapeutic benefit -- only the
promise of future prophylaxls in case they became exposed. Some who .
were to receive the placebo, as I have said,'were sure to be exposed,
and some would get the disease,

Figure 6 shows the.trio of Nobel laureates that produced the polio
vaccine. From left to right: Thomas H, Weller, John F. Enders, and
Frederick C. [Bophins. A -

Figure 7 shbws a chart demonstrating the effect of the vaccine on
the incidence of poliomyelitis, surely one of the most eXC1t1ng achieve~
ments of medicine in our generation. . . .

. Measles - 1962 . ' T

Our fourth example also has tp_do with viruses and vaccines: the trial
of attenuated measles vaccine in Africa. 'The knowledge that came from
Africa to prompt Boylston's smallpox inoculations in 1721 has now been
taken back in several ways. I mention it briefly, but it brings up an
interesting point. In the first page of the Katz article it says, "In
the United States of America, we had acquired little experience with the
use of the Edmonston vaecine in malnourished children. That was some-:
thing that needed to be done. With this background and with an aware-
ness of the problems generated by measles in Nigeria, we felt justified
in undertaking a careful study of attenuated virus vaccine amongst
Yoruba children."4 So this was basically an gxperiment to acquire new
onwledge. . . ] ,

- . " .
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There are pany aspects there, but the most interesting 1s the froblem .
) of informed consent. There is no way across that langyage and cultural

barrier that this procedure could ever be adequately explained either’
to the child or to the mother 1n ap African 9ungle tribe. The results,

* as you know, were impressive. Measles, a plague of that part of Nigeria
and Upper Yolta, was wiped out, and those who=did ‘this were given the
‘ highest honor of that same African tribe. Informed consent?

Kidney Transplant - 1950

Our fafth example is that of-kidney transplantation, and it has two
’ ‘\ilnpéégfting subsets. The first was the work by Willem Kolff in devel- - .
oping the artificial kidney, which he did in 1941 and 1942 in Hglland
under the eyes of the Nazis, who were absolutely unaware of what he was
doing. He had known of the previous work im 1915 at Johns Hopk{;;;L,;/
«  showing the passage through a dialysis megbrane of many of the s
molecules that make people siek with remal failure. ,

He also was aware of the work j4 1938 of McEwen in Chicago, who trled
' to set this type of thing up witlf collodion membranes. Kolff had some
sausage casing and a tomato can. \ From these he made a primitive arti- ,

ficial kidney.> 1In 1962, when I Was writing a little hiStory of this,
. - I corresponded with Dr. Kolff. In his reply he said that it was an
awfully good thing that he did not do that work in a panticularly ‘well-
organized department oﬁ/ﬁed1c1ne where there were & lot of rules,s

because all of his first patients dSed. They died, of course, of renal .

failure that he could not reverse, but he did 'show that the biochemical

‘and clinical manifestations were reversible. His work e€stablished = .

new method and laid the groundwork for transplantation!

In 1951 end 1952, the late Dr. Hume, working with Dr. Thorn and .
,  Dr. Dammin, carried out‘nine'FTdney transplatations in unmodified ’
’ - recipiénts, workRing out the, anatomy and where to place the kidney -- not
in the leg, but in the belly -- and how to hook 'it, up. They found that
o the patient was soon up and around, feeling fine. All the tramsplants
failed. All the patients died. It was a remarkable therapeutic at-
tempt. It would be impossible to get this by any of the so-called .
. "Human Use Committees' at the present time. .
- Figure 8 shows a picture that Dr. Kolff took in Holland of the four
kidneys that he had made. 'He left one there and took one ‘to Britain,
where i¢ was enshrined in St. Bartholomew's Hospital. He took one to
, -Russia, dnd said that he never heard of it again. Dr. George Thorn and
Dr. Carl Walter obtained the fourth one and made from it their new .
.variation of the kidney which, as you know, looked very mych like this
for many years. . : .

What are some of the interesting aspects of this? Fifst, they were (’
all transplants of cadaver kidneys. We felt, at that stage, it was
unwise to use a-living donor. These experiences showed clearly that
all the clinical physiological and psychological, manifestations of réenal
failure were reversible. If the patient's sick kidneys were taken out,

" e .
. -




)

-ERIC

PAriiron providsd vy exic [N

»

14

24

FIGURE 8

the blood pressure came down, and it set the stage for what was to
happen quite unexpectedly just eighteen months later when the first
identical twin pair showed up. When they came along it was perfectly
clear how to do the operation to have prolonged success.

"It is interesting that qne of those patients of the first nine lived
for 180 days. He went back to South America and resumed his practice
of medicine. Later, when he was in his terminal illness, having re-
jected the kidney, his only words were those of thanks to the very hard-
working team of many people -- doctors, nurses, and all their helpers --
who had given him some hope at the end.

These trials gave hope to lots of people. In that.same year
Billingham, Brent, and Medewar published their paper on acquired
tolerance. In 1960, 6-MP and azathioprine 'came along, and at least a
temporary way of helping people with renal failure became available:
transplantation under immunosuppresion.

It often seems strange that many patients, especially -with Severe
organ-disease (such as liver failure or kidney failure, or with malig-
nant tumors) come to physicians specifically asking that new and untried
thinge be attempted. They will go to another doctor or another hospital
if they are not assured:'of such trials. Much has been made of the human
guinea pig. Patients come to us and ask to be one. They want to try
the wnfried because they know that the tried has always failed.

- ' 28




Frequently they want to give a favorable judgment on the trial, and |
therein lies a trap for the unwary. 4

.

Krebiozen - 1955

It 1s this very desire of the sick patient to say that he or she is
better that has lead many an investigator down the primrose path. * This
was true for Dr. Andrew C. Ivy and "Krebiozen." For further details of
that unfortunate saga and of how the wish of patients to be helped can
lead an investigator astray, I refer you to the Boylston Society Essay
of Dr. william D. Morain, "Krebiozen: Nineteen Years of Controversy"
and to my account in Jmedaius.’ Suffice 1t to say here that this was
one of the sorriest episodes in American science: the promotion of a |,
secret nostrua by a formerly eminent physiologist. \

.

Starvation -~ 1942 .

My final example is in many wavs the most remarkables It comes from

the Warsaw Ghetto in 1942. The Germans were forcing the Jewish people
into a very small area. A part of Warsaw that normally held 60,000
people had an unsupportable population of 1.5 million at its peak.

About 50,000 a year died, for the Gesmans had learned that density of
population hastened death. Young adults fit for:forced labor were fed-
and used, pitted against the young and the old who were starved to death.
Starvation, thefefore, was extreme, and many died of it,

,To study the dynamics of human starvation under these conditions of
misery would seem the most inhumane sort of Nazi crime -- as bad as
immersing political prisoners in ice cold water to see how long downed
aviators could live in the Arctic.

. A book was then written on the nature of this starvation.® There
are only one or two copies in the United States. [ am indebted to v
Dr. Jan Dmochowski for translating it and for helplng me to understand
it. This book describes the process of enforced mass starvation.

When we look at the list of authors, our hasty ethical judgment is
turned completely around: all were Jewish physicians, and all but one
died either in the Warsaw Ghetto uprising or in the 'gds chambers. The
one who did live was Dr, Apfelbaum, whose son is now a distinguished

v

nwtritienist. . .
These doctors were trying to create something bf lasting worth from
. the hopeless misery of their people. Here is one quotation:
: Our persecutors were using all possible methods to degrade us as

human beings. They wanted to prove that we were a subhuman rage!
One of “the methods used was starvation. When this was not quick
enough, other methods were used. There were those of us who were
trained and educated to conduct scientific studies, and we felt
that this was a form of defiance that would ¥e most appropriate

O ' . ,
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for is. From amongst several individuals partitipating in this
study, almost no one survived. Their last work was left as a
legacy for future generations of physicians.

Figure 9 shows the title page of the book, a copy of which.is in the
National Medical Library. It reads starkly and simply, Starvaricon
sease.

. Figure 19 shows the wasting, the sort of starvation the physicians
were observing. They carefully recorded the findings on autopsy, the
nature of death; they did evervthing they could to try to understand
what was going on. . }

The title of Figure 11 is 'Forced Relocation.' Wnat you see here
was the result of persistent constriction of the ghetto.area. The
ghetto experience, then, is an exagple where the question of who per-
“ormaed the ecudy becomes critical in ethical judgment.

At the outset I said that judgments in this area are made partly on
the basis of outcome (which seems unfortunate and Machiavellian) and
partly in the context of the prevailing ethical climate that ‘grows out
of common knowledge and judgment. There are few absolutes. The Warsaw

VA XA " 25l
[ 378t : = " g K
‘s " - <

Co

Jie

oo S

>
)




FIGURE 11

-

.

.

RIC

Full Tt Provided by ERIC.

E




.

. 28‘

: ’ . . . . ~ .
Ghetto example is one in which everything about it mekes cone of the
truly dreadful stories of our years, ‘except for these efforts of physi-

cians to bring something worthwhile out of it. o
’ )

. - .

Ethical Guidelines for Human Experimentation

Are there guidelines or general statements one.can make? Is this a
field wherein there should be a rigid set of federal regulations? he
seem to have a great American genius for i1dentifying 2 social problem
and then trying to solve 1t by federal regulation; I give you the- Eigh-
’ teenth Amendment to the Constitution as an example. We must.remind
ourselves that it 1s not always necessary to solve problems by federal
regulation! .
Let me briefly review a checklist of components and characteristics
. that have proven vital o the ethics, integrity, and efficacy of bio-
medical research carried out in man. These comporents relate to the
. institution, the academic process, open disclosure, the problem of in-
¢ formed consent, laboratory background, and freedom of scientific growth.
First, let us consider the institution. A gheat deal of human ex-
perimentation of all types is done in teaching hospitals. Most of these
1nsti1tutions have become extremely sensitive to the many issues involved,
and they are accustomed to surrounding each eplsode with the maximum
.safeguards in terms of a watchful and sensitive resident staff, the
collaboration of a critical attending staff, and the labgratory services
) 4 backup, which is essential to safety. When we depart from this environ-
ment, one must proceed with great caution. The Armed Services, the
Space Administration, and other governmental agencies are not accustomed
to human experimentation,fh which the welfare of the subject is of first
concern., Private hospitals, or health spas that are trylng to promote
. « some special new curé or drug, should be regarded with supicion.” .
Large industrial firms, whether they be aircraft manufacturers or drug T
houses, though concerned with human safety, have a conflict of interest
that is patently obvious; safeguards should be maximized. Whenever it
- 1s possible,-a sophlstlcated teaching hospital with strong university
associations should maintain overview of the work. Where new "cures"
or treatments are being investigated, such overview is particularly .
1mportant, because to the unsophisticated the universal way to achieve .
success on the part of patients may be quite misleading. - .’
The academic process, if maintained in the best of the western  w. = -
traditions, is fundamentally an ethical process. It involves dlscu551on,,
"\\ inquiry, openness and the presence of the learner, usually a young
person. The learner is also a questloner, and frequently a doubter.
One of the Tqasons that university hospitals have establlshed an ethicai
climate for therapgutic innovation and other types of human experimeps ° ’
tation is the presence of the academic process firmly entrenched. "'Good
. science is ethical science' because the scientific process in 1t5elf oL
with an adequate conceptual background and honest evalu§t10n of results,

’ <
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.inguiry, doubting, no students, and no open discussion. .

is 1n essence an ethical judgmental pethod. ‘The same can be said of
the academic process; when properly pursued, 1t is basically ethical.
Some of the worst abuses of human experimentation have occurred in
situations far removed from the teaching hospital,”and far removed from
the academic environment: there has been no opportunity for question,

+Tre role oF rersoval artizion in the scientific process has often
been acknowledged as a sort of "motor power" that activates many
scientists. Personal ambition, rivalry, ambition for advancement and
promotion, are all characteristic components of university life. They
present a severe hazard in the area of human experimentation. Ir.as .
personal ambition, to be the "first or the best” (and possibly to keep
1t a little secret during de\eloonent) that is responsible for abuse.
Ovenness, freedom of discussion, and presence of young people act as
a strgng counterbalance to the unbridled ego.

Appropriate lalorasory tackgrowd is so obvious that it need not be

belabored here. There are very few things that can be done in human ______ . .

experimentation that are not amenable to some sort of preliminary lab-
oratory study, either in the test tube or in an animal model. Not only
should the laboratory background be adequately carried out, but prefer-
ably by the same persons who are to do the human work. Above all, the
individuals involved should have encyclopedic knowledge of the litera-
ture of the field. ,

The matter of inforred consent will be given much attention in this
particular Forum of the National Academy-of Sciences. In a way, the .
term is a contradiction in itself; if an experiment is being done, it
means that the outcome is unknown. Therefore, it is impossible for
anybody to be informed about it. On the other hand, the need‘is clear
for a complete explanation of what is being done and an explanation of
the processes, the hazards, and the possibilities. If the subject is
in coma, incompetent, mentally deficient, at the extremes of life, then
some sort of familial and legal process must be encompassed. When this
is all done, one must admit that it is not truly informed consent,.but
that there h?s been an informational transaction of_riaximum depthfﬁf

Einally, $reedom of seientific inquiry ig essential. It is the rare .
scientist who has not changed his plan or changed his direction; some-
times the experiment is changed in midstream because tﬁlngs look prom-
#sing or hazards can be reduced One of- the fatlts’ of- govérnment-_ .
sponsored contractfreseanch-has been the extreme r1g1d1ty of protocols
and a desire fo avoid any opportunity for short-term ad.hoc decisions.

This is, a very dangerous atmospherg for human experimentation. Con- Lo,
trolled clinjcal trial suffers from this defeét of be1ng overly planned i .

,or ''stage- mgnaged " Sometimes the use of’a placebo is essential, but - "’,. .
* as I mentioned nrevzqusly, the use‘of placebos in an early vaccine Lot ..
trial may’condemn -some - €hildren to death. Then, the placebo must be . .. :
., abandoned. Nobod? can be wise enough to -make such Judgments in advance. | |, .
Freedom to change the ptotocol (as edperience is gained) is. essent14l Ge b~
for the eth1ca1 cllmate of human experlmentatlon .. .. * AN
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Under no circumstanies should ethical decisions be made apart from,
the biological realities and in some cases the individyal patient.!
There_could be nothing more unethical ,than critical’ judgment in this
field made by persons who have not studied the biology of the field or
the patient.

% principal burden of this discourse is that while ackno»ledglng the
hazards of human experimentation, a far worse situation would result.
from overprotection, Restrictive laws, fedefral regulations, federally
approved guidelines made contingent Yor resedrch funding *- a form of
federal penalty that has become popular today -- or the restriction of
biomedical science entirely to animal work would have a remarkable ad-
verse effect on the advance of knowledge and practical clinical care.

. It remains true now, as alwavs, that ‘the basic study of.man is man
h1nse1f It is equally true that no law or system' of laws can stop the
work of evil people whose only motive is personal gain. Society must
protect human beings against exploitation, but naive or sweeping pro-
tective laws'will fail of théir mission and may slow the progress so

much needed by the sick and.suffefing of coming generations. ,
- . ' . ’ L 4 .’
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THE BENEFLTS OF RESEARCH

Lexis-Fhomas

.
o
.

There are “two conflicting, polarized views of modern medicagl science, )
. and “the tonflict between them accounts for much.of today's public doubt
. and confusion concerning the proper role of,medicine in soc1ety
’ * One view 1is that medigine is a fuidi-fledged, mature science, pos- -
sessed of gpormous power to influence,. change, and modify not only human
disease bfit the normal conditions of human biology. Under this view,
medicine has already come its - full distance as a useful kind of science, .
- and with so many conquests ®f disease credited to its accomplishment,
fee11ng its own strength it is looking around for new worlds to con-
- quér. This is" a prospect to frighten anyone. Given this view’, no .
wonder there is aporehension about the new kinds of meddling we may soon .
be up to, from transpIantlng li€ads to c¢loning prominent pelitical . . ’
luminaries. If this is really the poker of modern medicine, what are .
* the limits which society should now be setting to the deployment-of such .
power? Behavior control, genetic engineering, cloning, transplantation, ..
1mmortallty, all the rest of the hazardous prospects formerly dealt
with by science £1ct10n now seem to be 1mmedlate1y at hand, and some- .
. thing to worry about for tonight's insomnia. ~This "is one view of things
at ong pole, and if this is what you believe about medicine, you will
- ‘want all the pnotectlon from it that the law, can ‘provide.
. “Fhe other view is that medicine is not, in fact, a proper science in
. any real sense. It is a fumbling, blundering, totally empirical non-
science, incapable of influencing ver/_much if any, of our genuiné -
health Broblems, rather pretentious in the public stance it tdkes, .
undeserving of the public acclaim it occasionally receives, and even . .
>~ conceivably, when you get r1ght down to it not necessary for the well- . .
being of mankind. {f this is the view you take, then yoy want -to be.
sure that such a sciénce, or pseudoscience, is not turned loose to be .

”
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. fiddling around with human nealth and you want protection from it as .
well,
. S The truth lies, I think, somewhere 1n between these extremes. Per-
- haps it would be useful, at the outset of these proceedings, to take a

cool measuring look at 'the real position of modern medicine among the
sciences, with 'special attention to its current capacity to do things
" and alse to its current areas of incapacity.
There 1s no doubt at all that medicine has come a certain distance.
o Sut when you look at the whole range of major human diseases -- the
I - - disorders that cause premature death or prolonged incapacitation in
great numbers of people, in all parts of the earth -- the distance we
- have come is relatively a very small fraction of the total run ahead.-
. ' Medicine 1s, in fact, a proper science for what it is obliged to cope
. - with, but it 1s a very young science, really only at its very beginning.
That beginning, however, has been both impressive and encouraging
for the future. It lies mainly in the field of infectious diseases. .
Thanks to some extremely, good basic science in the fields of micro-
biology, virology, and immunology, beg1nn1ng late in the nineteenth
century and cont1nu1né through the first th1rd of this century, the
M principal pathogens of infectious disease were identified and classified.
Viral vaccines were developed and applied to the prevention of the major
. childhood contagions, and the groundwork was laid for the discovery of
‘the antibiotics and chemotherapy.
It- needs emphasizing that pen1c1111n,.and the other subse€quent anti-
biotics, represented a logical step.in the scientific development of
this field; but this step would not have been possible without the kmow-
*  ledge of bacterial pathogens that had come out of the preceding five
* 7 decades of fundamental science. Before penicillin and the sulfonamides
could be useful substances, you had to know that there were such things
. ‘. * as pneumococci, streptococci, staphylococci, and meﬁ*ngococci, and you
needed to knoy in some detail what these microorganisms were _capable of
doing to human beings.
. ‘What happened as the result of-this accumulated information was
. nothing less than a revolution in health 3hre._ Most people have for- .
] < gotten that there was such a revolution,” because:it happened so long - - -
-7 ago. It is remembered most sharply, I.think, by ‘those who lived tlirough
it, and especially the generation of doctors who .camé out of medical
school in the late 1930s. - ’
- . I was one of these, and 1 have total recall for the transformation.
- - . It began in 1937, which was the year .of my 1nterﬂsh1p at the Boston City® .
HoSpital. This was the year when sulfanilamide f1rst became available
. in this country. At that time there was a_ huge wing of the Boston City
s ., - Hospital, known as tHe South Depaﬂtment, into ‘which were, créwded several,
* hindred patients, moStly chfldren ‘with contagious bacterial 1nfectlons..
- . ~  The place was filled to overflowing throughout most of the year, but in
. the late winter and early spring it was almost intolevable.. Most of the .
‘ . cases were streptococcal diseases, predomihently scarlet.fever, with ‘
- T, mastoiditis, -rheumatic ifever -and glomerulonephrltls as the typicgl, ,
commonplace sequelae. There-were, also, wholé .wards filled with _, .
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diptheria, whooping cough, and meningococcol meningitis. The cases of
diphtheria could be treated with antitoxin, but the patients with strep-
tococcal and meningococcal infections were simply nursed through their
illnesses, and there was always a substantial mortality. .

There was a special ward in the main building of the Boston City
Hospital set aside for the isolation of patients with erysipelas. These
were mostly elderly people and alcoholics, many of whom died from this
form of streptococcal infection. Ouf on the general wards the commonest
disease throughout the winter months was lobar pneumonia. There were
so many cases of this disease that they were assigned to the interms in
rotation, according to a carefully kept "pneumonia count." This was
necessary to prevent any one house officer from being overloaded and
incapacitated by too many cases. - If you had more than two or three new
cases of lobar pneumonia to admit in a single night, you would expect
to be without sleep for the next twenty-four hours or longer. Each
case required the most intensive kind of nursing and supportive care.
There were type-specific antipneumococcal sera available, and if you
were lucky you could induce a crisis and bring the disease to an abrupt
end in a few hours, but this technology was complex, chancy, and some-
times dangerous. Typically, on a winter's night, there would be enough
new cases of pneumonia to require the laying down of cots in the center
of each of the hospital wards, and often these cots were lined up all
the way out into the corridors and up to the elevator doors. My memo-
ries of the City Hospital medicine of those days are all memories-of
bacterial infection, crowded beyond belief, mostly untreatable, and
entirely unpreventable. ’ . ' .

Then the sulfonamides arrived, and a few years later penicillin, and
after that the rest of today's antibiotics. By the early 1950s the | .
wards of the Boston City Hospital, and of all the other big city hospi-
tals in this country, had begun to empty, and they have remained partly
empty ever since. This c¢hange, which amounted to a revolution in -
itself, was not due to any change in the economics of health care. The
patients had not gone off to other, more harmonious hospitals for their
treatment. The diseases had themselves vanished. Lobar pneumonia
became a rare disease. °Scarlet fever and the complications of strepto-
coccal infection became rarities. Pertussis and diphtheria vanished.
Erysipelas vanished. Today, if a case of classical, clinically typical
pneumonia is encountered in a large teaching hospital, the medical
students are hailed in to see the phenomenon. As Dr. Robert Austrian
has demonstrated, the disease is still there, but we no longer recognize
it and usual}y get rid’of it in its earliest stages. Most of today's
young physicians have never seen a case of diphtheria or meningococcal
meningitis or erysipelas. Even tuberculogis, which used to require

-whole, immenge hospitals becayse of the enormous numbers of tuberculous

Q

patients, has almost disappeared. Syphilis is still* around, to be sure,
byt chiefly in the early, acute stages of the disease. Because of peni-
cillin, tertiary syphilis, which was among the.commonest causes of heart
disease, paralysis, and insanity just a few decades ago, has virtually
‘gone out of medicine.
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The clinical:research that made 211 this posgible was éccomplished

mainly du§}ng the 1940¢ and 1950s. During this time, insgitutions like

the Thorndike Memorial Laboratories of the Boston City Hospital devoted ) .

a large part of their resources to the tésting and evaluatioh of new’

and improved antibietics. The knowledge about these. substances as anti-

bacterial substances and their mode of- action 3gainst various bacteria

came, by and large, from the reseafch Ventures df skilled micro- .,

biological laboratories. But the knowledge of these substances as -

medicines for use in the treatment of disease in human beings had:to

come from dareful, meticulous, scrupulously scientific clinical research.

This was, if you will, human experimentation. L K ~

I suggest that this experience in clinical invéstigation spanning

more than two decades in teaching hospital centers here and abroad was

the largest-scale undertaking.in human experimentation that the world

has known. I suggest, therefore, that if you want to find out more

about ‘how this kind of research is best done, as well as where its ~
. , weaknesses are, there is no better model to examine than this one.
Everything else that medicine has accomplished thus far in the line of
. scientific research involving human subjects has been relatively minor
i both in sheer scale as well as in significance for human welfare. If

there are basic flaws in the whole concept of human experimentation,

! you ought to be able to demonstrate ‘these flaws in the long history of
antibiotic research. And if you wish to introduce reforms into the
existing system for research of this kind in order to assure against
inequities and injustice in the future, you should be careful to keep

‘ the record of antibiotic research in mind as you go. For a starter in
this line of inquiry, I would suggest a careful study of the voluminous
and illuminating bibliography of Dr. Maxwell Finland, whose‘york on
antibiotics and antibacterial chemotherapy covers the whole period from
1937 up to the present decade. .

! do not raise this matter because I wish to ifidicate unqualified
support for the idea of human experimentation or even to suggest that
’ the work on antibiotics was done flawlessly. Certainly, here and there,
the record displays experiments that should not have been done or in

’ which the patient's welfare was not the central concern, although I

doubt the existence of any such examples in Dr. Finland's bibliography.

I raise it because of a concern that it may be overlooked in today's

5 vigorous and sometimes violent arguments over issues of human experi-

“ mentation in which the stakes are very much lower and even, on occasion,
trivial. I would hate to see us lay down restrictions or sanctions on

’ "~ clinical science in general. on the basis of today's apprehiensigns about

psychosurgery or behavior control or sex determination or genetie

. engineering and the like. T would hope that each of these would be
considered as isolated problems, on their own merits or demerits, with™-
out any implications whatever for the general question as to whether or
not human experimentation should be done. It worries me that there is

' so much public attention beimg drawn to what seem to me quite esoteric

zones  of science, while the real agepda, the major problems ¥n human

disease still unsolved, stares us full in the face. - .

~ . 4 -
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The truth is that we have a very long way to go in medicine. It is
simply not true that medical science has progressed so rapidly and
parvelously that our main concern should now be how to cope with the
technology that has replaced the art. Except for a handful of conspic-
uous advances, such as the antibiotics, several vitamins, and a pumber
of hormones, we are still confronted by enormous areas of ignorance
about disease, and we would do well to acknowledge these more often
than we publicly do. Let me just mention a few to convey an idea of the
scope of tgnorance.

We do not understand the underlying mechanisms of Heart disease at
all. There are clues to suggest the basis for arteriosclerosis and
valvular disease, but nothing yet with the stature of solid scientific
proof. We must therefore remain without effective measures e1ther for
the preventlon or the cure of heart disease.

We do not yet have an understanding of the pathogenesis of cancer,
and because of this lack we have no immediate prospects of either

- re@5r51ng or preventing the process of neoplasia. We cannot explain .

the mpchanlsms involved in stroke. We know how to lower the blood ;

’ pressure in hypertension, but it Is still no certainty that we hsa
learned how to prevent the vascular lesions of this disorder. We can
neither prevent nor reverse the pathological processes in chronic
glomerulonephrltls or pyelonephritis, the chief causes of renal failure,
and Uhere is therefore nothing to offer beyond dialysis or transplanta- A
tion in these diseases. We do mot really ‘understand bronchial asthma )

or chronic pulmonary fibrosis or hepatic cirrhosis or multiple sclerosis

or senile dementj hizophrenia or rheumatoid arthritis or the
vascular diseas€ that kills people with diabetes despite insulin or
peptic ulcer or eveq Jnigraine.

. I could go on 1th the dismal lltany, although not forever, for it

) is a finite list a ounting to some twenty-five or thirty major diseases
that account for mgst of the premature deaths and incapacitations among
us. These are the diseases that fill the modern hospitals, and the
lack of knowledge concerning their mechanisms accounts for the absence
of effective technologies to prevent or cure them. This general lack,
in turn, accounts in greatest part for the enormous ¢ost of health care
in our society. -As it happens all of these diseases are pow recognized
as respectable, approachable, and potentially soluble biological
problems. .

Personally, 1 have not the slightest doubt that we 'will obtain clear
answers, soonér 6r later, for all of them, with the same certainty that,
now allows us to deal effectively with the majgr part of human infec-
tious diseaset_ﬁBut the answers and the final technologies will not -
drop into our laps, nor will we arrive at'them by guesswork or by good .
luck. What we must have, if we wish:to become a reasonably healthy
species, is a great deal of new information. Much of this will only be
obtainable by clinical science; that is to say, by experimentation 1n-
volving human disease. This has to be faced up to as we deliberate here
about the necessary guidelines for the medical research of the future.
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? . THE RISKS OF RESEARCH

-

Walsh McDermott
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=, R As Dr. Thomas has soeeloquently described jit, he and I date from the .
iéiégf Jo Ty days of iron men and wooden ships in which I had a slight advantage
over him, in that my year as an intern wa$ the last one without sulfon-

amide. So, I had the opportunity to see, as a physician, the intro-
duction of this era that he has described. :

I also share with him completely the idea that the clinical iAvesti-
gation in the field of microbial diseases presented virtually all of the:
problems with which we are faced today. There are, however, a, few . -

« . important differences, as there always are, in the use of models, and
I shall'attempt to highlight those as I go along.
- I would like tdo add one footnote to what hé' was saylng In the
- clinical investigation of microbial diseases there were times when the
total supply of the new, powerful, and for the first time effective
drug was-in very small supply and was needed for certaip purposes,
Sec1al purposes, if you will. The entire supply of pen1c1111n had to
be coftrolled for the use of the military because we were in ‘the middle
. ‘of World War II. This was done through the National ‘Academy of
Sciences-National Research Council mechanism. If was done, in effect,
within this building. But-the ethical questions as to who got what had
to be determined by military considerations. Consequently, when it was
demonstrated that penicillin was of very great effectiveness in treating
e )} syphilis, its uses for that purpose became an investigative question of
great moment.
" It was also demonstrated at that same time that penicillin was highly
effective in subacute bacterial endocarditis, an essentially uniformly
. fatal disease, but one of mo interest to the military. So we had then
an essentially nonfatal diséase in which penicilTim could be given and
a fatal disease in which it could not. Two men were dominating the

.
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scene, as the respective chairmen of the committees within this house, .

one she late Dr. Chester Keefer and the other Dr. Joseph Earl Moore. I .

was present in Dr. Moore's office when a woman called up and stated

that she had just talked to Dr. Keefer and had told him that if her

husband could not receive penicillin for his bacterial endocarditis, she
. was going. to send him out to get syphllls so that he could get the drug

from Dr. Yoore.

Dr. Thomas, 6f course, has told us of one kind of risk of research
namely, that the research does not get done. 1 interpret my assignment
to talk about the risks to the participant subject in the research. By

r¥sk I mean that someoneusis placed at a risk of dangers that would not .
have happened had that péggeﬁ not been a participant in the research.
By experirment 1 mean ei1then on the first occasion of new observational .

technlques within the human body or the choosing of some intervent'ion

in the course of human disease or human condition and subjecting that
-ifitervention to experiment. -
. Every medical intervention has some risk; and, as Dr. Francis Moore

-states, every medical procedure is in itself an experiment. But there T

is a difference here; specifically, the difference of experience. The ’
- surgical ptocedure that has been done before is different than that
surgical procedure that has never been done. The drug that has been
received™by fifty people is a slightly different proposition than the
* drug that has never heen received by anyone, and so it goes,
) There then-is a,quantitative aspect to experience. The more experi-
- ence, the less a particular intervention could be considered an experi-
; the less experience, the more. It-:is a rather arbitrary point at
tirfes, yet one that can be reasonably well settled. But the nature of
th 'risks'run a spectrum all the way from a petty annoyance -- hives,
let us say, or some such thing -- to death. That is, any type of a.
/ reaction that can occur to any type of medical intervention represents
a danger that can be present and through which a participant in research
can be put at risk. It is impossible, therefore, really, to have risk-
free participation in a research projéct., :
The risks can come from any quarter. A new drug for hypertenslon
can turn out to be a better drug than the existin eatment, 1n which
case the people who got the new drug were at-1e€ss risk than the people
* who got the old. Or it could turn out not so well. Therefore, they T~
were put at greater risk. The subjects on the drug would be put at TN
L greater risk of toxicity, for the toxicity is not yet known; or it could ¢ o
’ turn out that the risks were actually less. So there are any number of .
ways that risk occurs'here. But everyone participdting in the question e -
gets put at some risk or another. .

Now, obvzously there can be a whole set of issues that arise as a- Y
result..of this questlon of risks. There is the question of the nature . ..
\ . of the risks. There is the question of their reduction or amelioration. R 1

There is the question of how much the participant should know. There |, . ,
he sociétal trade-offs between the risks to the individual and-to .

so€iety -- risks to the individual as someane with a particular disease,

a person ‘in a particular case, the risk to an individual simpdy as a
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member of society; and the risk to society.\ And then, by what right
does one human being place another at risk?‘ These are some of the
issues that come to mind when econsidering the risks. of research. As, I -
mentioned, any participation can give any type of reaction to a medical
intervention. —But .,generally spelking, the risks are of four main kinds.

‘The first has to do with direct trauma- from physical damage by some
new observational technique or by a severe tissue reaction to some sub-
stance that itas been injected. The secorid is damage to an organ or
organ system as a result of drug toxicity. The third is the withholding
of, a treatment of established valwe. But the fourth is the question of
the risks coming from the associated tests set up to test the risks and
to protect against then. This is a sleeper in the risk business in .
clinical 1n»est1g3;1on "and one on which I will elaborate in 2 moment.

The first two require little comment, for there are various ways of
guarding against drug toxicity or minimizing it, and this is also true
of observational technique. The question of the tests is that various
diagnostic tests in medicine all have trade-offs between the risk of the
test and the risk of the condition for which the test is being designed.
Sometimes the test itself carries with it a considerable degree of.
danger, but it ‘is aimed at and helps in the identific¢ation of something
very serious and of very great 1nportance to the” pat1ent.

A contemporary example does not come to mind at the moment, but
relatively recent one does, nan€ly, aspiration of sternal mdrrow.
Although this procedure ts no longer very much in use, it ¥is an ex-
tremely useful one in establishing certain forms of disease of the
blood-forming organs. Among all the areas new drugs dre most’apt t8'
.affect are the béiod-formlng organs. Accordingly, when one is setting
up @ clinical investigation of a new,drug and attempting to protect the
patient against any ills that might Eefall him, one watches the blood-
forming organ system very carefully. The question iQ writing the .
protocol then arises as to whether or not to do sternal marrows. The
procedure'itself has acquired a familiarity in hospital service. There
are a lot of blood disease procedures done all the time, done perfectly
as far as trade-offs are concerned, and so this procedure has acquired. ‘7
a sanctity that has only to do,with its use as a diagnostic procedure
in a patient who may have a hematologic disease. Having acquired that
sanctity, when someone asks if sternal mdrrows are to be done, .you say,
"Sure.”" So, the fimst thing you knoy, the patient who is actually at
risk only of a thedretical damage to the blood-forming organs is receiv-
ing an observational method aimed at protecting him but actually in- R
creasing the risk. [ emphasize that this particular example is not one
that is current. But this is the sort of thing that comes in-waves as
tests come in and,out, and I am sure will appear again. Therefore, one
of the $leepers in risks in clinical investigation is to be sure that
the very tests you are applying to protect the patlent are not them-
selves adding considerably to.the .risk.

The last of the four kinds of risk is withholding, and thps is really

“the area of greatest problems. In starkest terms it has to do w1th

1

withholding the intervention from one group of people and making the
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intervention insthe other, a so-called "coh:ro} groyp.'' This gets us-
into the question of random selection in clinical trialsy whiagn 1 wofld
like to discuss in a moment. o . 2 -
Withholding today is rarely so simple-as some fndividuals ‘getting

drug A while ‘others get nothing. Usually it has to do with the detiSion
to withhold drug A while introducing drugeB, a méw drug for the’ same v o
purpose. This dates back, of course,’ to ‘those days that Dr. Iﬁomaé .
mentioned when one could give sulfonamide to a patient, secure in the -
knowledge that all that medical science could do was being dfne. But , 8

the minute another drug was introduced, the question arose, is it fair

Yo the patient to try to study penmicillin in pneumococcal pneumonia . “

without at the same time giving him sulfonanide? If one gave both drugs, ¢ L,
it was 1mpossible to determine theseffectiveness of the new one; but if ' ‘
both drugs were not given, oné was making am ethical decis‘ion specifi-

cally putting the patient at L of the possible dangers'of not re- '
ceiving the known drug. So’ the W& hholding issue gets to be right away
a yery difficult one from an ethical standpoint once there arg mult¥ple
drugs available. . ‘.

A big step occurs at that very point. I have been talking here of
results of a single investigation, a single team, 2 single investigator
with associates on a single service. The withholding phenomenon comes ~
to even greater importance today in the question of the large-scale
cooperative study aimed at defining the validity of gome intervention.

For two decades or more the tool of the large-scale cooperative study .
with random selection of the experimental subjects has been fashionable. .
This system, as you know, is based op the premise that one c¢an identify
a large group of people all having the same disease and having it ih . -
the same stages; the same subsets, so that the behavior of that disédase -
can be predictable 1n such a®large group. Then by some process afs ’
random selection, one assigns to some groups the intervention,fan& tos 4,
other groupgs nothing at all or another form of intervention. The intro- .,
duction of this random-selectgon, ¥rge-scale study ‘represented a laud-
able attempt for introducing rigor into this very difficult question of . |
the validation of various proceduresg s <

Now, I have long contended that insofar as therapies are concerned -- /
I am npt now talking about vaccines -- by the time the ethical questions. \J
are met in such a" large-scale ‘study, the topl is really of relatively .
little value. By this time you are reduced to studying questions that \
no one is very deeply concerned about, that peoplg_have more or, less
made up their own minds abou\R and that cannot be classified as burning,
acute questions. .- Lt )

So, this is an elaborate, tedious, hard-wotking process that by the
time all the wheels turn, in my judgment, is only usable in a set of
questions that are valuable enough but not major. The reason that‘I do
not consider it a valuable procedure is that, because the assignment of
participants to various groups is .decided by chance, no one can really )
be asked to take very excessive risks. In effect, an experiment has ’
been set up in which there is ‘something for everybody, and all of the
participants tend to get some form of accepted intervention. The
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exparinent 1tself then comes down to comparing which intervention 1s
- superior. Although this is useful for’‘discarding therapies, it seldom
is capable of answering critical questions.
One cannot generalize on the morality of the ‘random selection because
every case is different. These are things about which honest men can

~

e differ, and a great dezl depends on the nature aof the interventien that
is under study and the nature of the research prcject. : ’
How can these four categories of rrsk be avoided or minimized? 1
won't dwell on the drug toxicity other than to say that from the anti-
microbial drug days I can tell of serious reactions that were drug
" . dependent and that would not have occurred had we knowit proper dosage. ~
T can think of at least two, thé vestibular dxsfunction of streptomyein
and the anemia of chloramphenicdl, serious reactions that occurred 1n.
considerable numbers in humans and that were subsequently shown to be
.producible 1n dogs. But there are ways of minimizing drug toxicity,
and they are pretty we}l standardized. In:addition we must maintain a
continuous awareness,” a continuous scrutiny of the protective tests
mentioned earlieg, and above all a climate'of opénness. Special re- -
search services, with signs over the door, are helpful. This is, of ¢
. course, nof economically possible everywhere, but 1 believe 'it is
T definitely helpful, because it preserves this climate of openness t?}t
, is really the only essential thing we have. . .
- One. should remember such points-as that an aﬂiimicrobial d with
- . toxicity that is quite acceptable as a‘therapfutic agént may be Wite
5 unacceptablé€ as a chegoprophylactic agent. In the Ofe instance you are N
! ' reating people by the hundreds who are quite seriously ill. In the
’ . Other insfance, you ark treating people by the .thousands and hundfeds
. of thousands, none of whom is i1l when you*€tart. ,The differences )
\ "' _ .there cah be quite important. But above all, we must persist in main-
’ " taining the climate of openness and a careful «challenge of the impor-
tance and the validity of the research questions. One must he sure
x Lo that the game really is worth the candle, and that one has a perfect LN
. . experiment rather than an imperfect experiment. PR . ’
A There are times, however, when a less than perféct experiment pro-
duces a less than definitive answer, but a building btock emerges on :
* which 'something else can be done. Fonr example, during the Korean ¥War,' >
it was shown that whole blood was:esseptialffor battlefield casualties.
The whole blood was, of course, contami atéd with hepatitis virus, and
a number of -different attempts were be#ng made to iﬂaqﬁiv?te the virus.
These had to 'be-studied eXperimentalny;n'human'subjects, fﬁqre being. - v
no other ‘model that showed it. The work; as I recall, was done in ¢
human volunteers who would receive the blood containing the known virus, "
whi¢h was then inactivated in various ways. The question-of design was
whether it was neéessary in each insdance;. in addition to giving the
! subject the virus fladen blood plus the, inattivator, to give blood with- . .
out any inactivater in order to shpw that the virus was still present. &
: Those would be' the conditions of a'perfect experiment. In an imperfect
g experiment on¢ would s¥mply be satfsfied with giving the blood and the*
‘ inactivator, and then,’ if it were khown enough times that that procedtfe .
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‘resulted 1n a reduced incidence of the disorder, to woyk ﬁhe thing up
more cla%sically. . ’ " )

Other things have to do with withholdings there, r. Moore's - e
point about the biology of disease 1s tremendoﬁbly important. We get
bemused by the expression "outcome results" and forget that sometimes

we db know a little bit of what is going on. Sometimes in studies of
patients tréajed, comparing, for example, the haspital with the hope,
<hd 1ssue in outcome results is not the benefits of <Jrome cooking, put .
rather 1f there s sorme particular intervention that is being den® in
the .nospital that cannot_ be delivered to the home in any circumstance. ' ) )
For example, when 1t was thought that hospital treatment was abso-
lutely essential for the proper treatment, of tuberculosis, chemotherapy
- came on the scene. It then was clear that the critical element in the
treatment of tuberculosis was the introduction of a chemical into-the
- human body, a chenical that would interfere with the metabolic processes
of the tubercle bacillus. This was something that could be delivered s
both at hospital and &t home. A study was done to ‘prove it and did so
quite well, But there are other-diseases in which what is available in
a hospital, such as some highly technical machinery, is not .available
1n the home. One could study a considerable group of patients both
- ar hospital and home without seeing any difference in outcome, provided
the need for use of the complicated machinery was something that arose
only very rarely. So one has to challenge each large-scale clinical
test on the withholding is'sue to be sure that all of the patients are
protected’against whdtever it is that is being studied and that nothing
is being withheld that could lead to serious disease or death. In our
. preoccupatioﬂ'with outcome, we tend to forget that the two groups can
have the .same outcome; but one or two¢individuals within the group
could have a very sad outcome, indeed, and one that was preventable.
. In closing I will reiterate my position, namely, that it is impossi-
’ ble to do clipicat investigation without putting pegple at some risk.
In many instances the risk is an unknown one, and in many instances the
risk can be cut down. Nevertheless, it is impossible to do investiga-
tions without putting some people at some  risk.
Who is to make the decisions on those risks? 1 have written my
position on this elsewhere, and I will simply state it briefly here.
,In the first place, much can be taken care of simply by interchange
between the investigator and the subject. 1 quite agree that informed
copsent is something that is grossly manipulatable. But’ as long as
thexze, 1s b reasonable understanding back and forth on‘many of these
questions,” the degree of risk is not such that it is asking too much
for the patibnt to assume, presuming they know what they are doing.
, * Hoyéver, there comeftimes when the decision is much more than that. @
v whenever in our soGiety we make a decision that could harm an indi-
vidua}, we try to institutionalize it. We set up draft boards. We have
judjcial procedures. We have trial by jury. My position is that we
. have not yet arrived at that point in our society in regar® to the use
. of human*subjects in expgrimentation and research. Nor is there, so far
" as I can see, any foreseeable way in which we can. The various
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. . mechanisms we do have, the human experimentation committees and 2}l the ' L
rest, I~think are fine. They serve to maintain this climate of openness - , 5.

and these chal\enges for the“investigator. But we have not.institutidn-
alized any way in which we can say that it is proper for an ihvestigator - . .
to go ahead and study a given question. Yet, there are tirdes when 1t” ° S
simply has to.be done and that an investigator will put other people -at -
risk. However much one may surround those times wjth Elima;es of open~ ’
ness’ and with challenges, and I .think this should be the case, however ~
much one may quite properly invoke the trust that is the wonderful thipg . .
~ . between the physician and his patient in its finest moments, there is, ..
no one who can reli¢ve the ipvestigator from assuming, that re§pon51bil- :
ity and making the decision gq\put another person at risk. -

’ - . . . v ' . . »

INQUIRY AND COMMENTARY C . - .

P2 »- -

FREDERICK ROBBINS: Our three speahers-ate now available to you to angwer™ |
questions, to clarify, and they also are quite‘free to communicate @ *
among themselves in regard to some of the Issues that they have .
discussed. . ‘) N !
I would like to take the prerogative of asking the first-question
by requesting Dr ‘McDermott to elabordte a bit further‘oh clinical
trials. I would like him to comment ‘on, the value of establishing ,
the validity of something by gliqibal trial in a cost effective soFt | - Iy
of a way, as 6pposed to not establishing its validity. .Llet ud take =~ ., K
* tonsil and adenoidectomy as an‘example, his has, .to my knewledge,
never been subjected to-a true clinical trrial. Would you estimite ®
what the cost of €Fan‘might have been? i - ’

- . -

McDERMOTT: You are dea}ihg'w}th the illusion of a ratiomal world: ** If
that particular procedure’ had been validated by clinical.trial, in-
numerable lives would have begn saved. - Psychiatrists can tell, us
all the wonderful nonconsequences from the early childhood trauma of
the procedure, and so forth, yet‘no clinical trial was done. " But
the procedure is now discarded. That-is, the conventi'onal wisdonm,. .
at lorg last, has gotten rid of it., =~ . N ’ . .

. ’ -
- c » .

~'ROBBINS: Can you documefit that statement? ‘. . . R .

2
A ’

McDERMOTT: I think ygu can if you laok through the tex;béoks, different
editions of textbooks.  If y6u look at pedjatrics textbooks -- , -
4 s .

’,
7’ v ’

ROBBINS: I am not talking about textbooks., I am‘askifng about’what goes
a +on in hospitals. - . S )

£ “ . ..
McDERMOTT: Well, let me answer the questicn this way. You asked me to
°e elaborat? on-clinical trials.’ Specifically, yow cannot Suﬁ;ect a

\ .
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procetiure €o random selectlon at-the moment of" 1nceptlon ~ The °*

y, OT .the moment, some-
body, introduces’a new drug, one cannot, at that polnt ;ubJect‘the ’
procedure to random selecnon and clinical %rial.4 One has to get:
-some mformatmn zbou( it and -gome feel for it before shers -is N =,

‘ enough experlence to’ put it out .On a clmical trial., ~ SEL,

* Now, in the VETY p,r'ocess-q,f obta1n1ng that 1nfofmatlon,,v the people Py

»* . who’are doing it gét some feel for the validity of ‘the procedure,

_they get a conviction,. Théy b‘elae»e that yhat they are doing is
erfectne, and th1= belref s reads to other physu:ra'ns—So by the
tlme"vou are read,y for, the cglnrcal trial, and if what you are ex-
perinenting with is a very pbwerful and effect1ve agent for some ,

. " ~very seriqus risk, .physicians are not willihg to put to a ‘random pro-

cess the cho»lce as to wHether their patient does or does not get— this—
1nterventlog, beci&use’ ox mow~ they have come to believe in it. There-
'fore, you.can only t out to g¢linical trials, those.ques"clons about
“, which rarge bddc¥s ofathe pro,fegssmn htve pretty well made up their
. ~m1inds or rather unlmyortang questlons about which people Kave not,
* made gp’ their mihds. . i .
M The tons'n‘llectomy is a splendld’example of thé type of interver-
.. tion thit ,gets, intob. our .armamentarium and stays there against most -
people s belief in its validity...The textbooks certainly state that
2, it is pot vaf‘id fyou think that daing a clinical trial would
take i ‘out of busn'ieSs, well and good. It would certainly be
sto ped when doctors .are @0 longer r:e1mbur$ed» for the procedure by
health mwrance ox Social Securlty . . . .-

.

Yo o .« ¢

. .) ~ -
HOWARD HIATT: L am Dean of the Harvard School of Public Health I would :
~ +like 'tg .addre§s a guestlon to Dr. Moore. He expressed concern for ¥

-increasing féderal intervention in the process of medical ‘care. I -

. think *that” it is a comcern that all of us who have been involved in ,
,patient care -and human expemme‘ﬁtatlon share. On the other hand, an .
p-'a'roused Améritan publfic and Congress many ye‘ars ago felt constrained’
,.to pass a set of laws that ¢reated a Foed and Drug Admintstration
to regulate fthe use of drugs. 1 wonder what suggestlons Dr. Moore .
might offer with. respect to similar controls for 'the ‘use of medical

.. procedures, and surgical procedures, such“as tonsillectomy. Despite

a geperal consensus op the part of physicians,-as you have just ex-
pressed Dr. McRermotty and I think Dr. Robbins, agrees, a million
-“tonsillectomies” were carrled out 4ip the, United . .States 'last year.

e Moofb can cite many mere, than I can, innumerable procedures that’
have come into the culture that have been carried out in large s -
ndmbers only to have been abandoned. Evefybody comments about the
ﬁ?ocedune ‘called "gastrLc freezing" f6r ulcer disease that becamé
-popular in the early 1960s, and it finally disappeared.- It dlsap—
beared not because a better procedure has come along for the treat-
meat 0f ulcer disease -- that would have been quite approprigte .--
Lbut because it has been shown to be without merit. But that occurred
‘. aniy, after several thousands of people had been subJected to the
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.. Drocedure at a cons1derab1e-econom1c cost and arn even greater hupan
cost.' You can cite large numbers of procedures that can be described
in simlar terms. Ar the presegt time we know thai sweeping the
country is the coronary artery bypass graft procedure for coronary °
artery d1sease, and while that may have a place -- .

. N -
. -

* ROBBINS: Dr. Sabin and 1 don't want to examine that too carefuliy, since
v we are both recipients. °

© HIATT: iou ha\e ant1c1pated my saying Lhat while there are defenders,
and defenders ror good reason of the procedure in sqQme patients, .it
~. certainly has not‘Eitended beyond the area in which it ’'ceuld-be .
called an experiment. And yet its price has'yet to be established
1n precis€ ways. We are not doing what might be termed a pilot ex- -
perimént, We are doing this procedure on literally tens of thousands
of people -- again at "enormous economic and human cost -- apd we ha»e
no reguiatory procedure that permits us to place this operation in'
. its rightful role.béfore it then becomes as w1despread as it should g
be or as it should not be.
" Dr. Moore, I share your view that we want as llttle in the way °
of intervention as is nectssary that might interfere w1th the rela- |, .
tienship of the physac1an and his or her patient in th# proper .
.adyance of medical knowledge. But surely unless_some kind of regula- . ¢,
tion is introduced, we are going to find it introduced from the out- -
* side. Clearly the membership of this meeting denotes the fact that
.medicine.no longer belongs to the physician alone. It is the area
“that belongs *to all.of science. What mechanisms can the phy51c1an
- " the, clinjcal, 1nvest1gator, the professor of surgery, the professor,
~of medicine, society in general take that will correct $ome of ‘these .
inequities withput introducing tbe ufivarranted interference that you,

so, r1ghtfdlly, are concerned about’ . . ,

.

.

MOORE: In ‘thd first place, I drd not say that I was opposed to federal
infervention in any a§pect of medicine, although generally I think
it should be exdmined closely. What J said was that these difficult
problems of the ethlcal aspects of exper1mental work™ in people can-
not be settled by some'sSort of federal fiat.- They could®not be . *
«+ settled by statge fiat or county fiat or city fiat or' village fiat.
You cannot do thls sort of thing by governmental ed1c{ We have to '
rely on the develoﬁment of an open society, on 1nst1tutlons that
know how to do. these things,rightfully and safely The federai area
< already is deeply in this field.tHrough a limitation .on fund1ng of
'NIH grants unless certain human-use procedures are gone through. I
1iked Dr. McDermott's, statement that is prenxy much alls right the
way it .is, that it challenges the’ 1nvest1 ator td say what he is d01ng,, .
and it favors opemness, Openness and young people are the two great
saviors we have. So I would answér Dr. Hiatt's question by saying , . .
..that I dom't think that the federal government shquld try to settle A

. somethmg like thlS with a smgle rlée or law. You just capnot do it. &
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Now I would like to backtrack a little bit. It always 1ntere
me the way,physicians bring Syp surgical operations» So I w11$ %SEE
the liberty of asking about”the use of the new oral hypqglycemlc .
agents, which are widely used without geally such knowledge of how .
they do. How about the potent new digitalis drugs? :How about

.propanolol? This using of new things on people is not wholly con- - ‘-

€ined to surgical operations; they are part of the whole fabfic of -

medicine. A forum “4ike this is an appropriate place to bring out .

this point. And again I would challenge Dr. Hiatt. -He really is

bel:ev:ng in the illusion of a rational soc1ety if he believes that
11 the soft and difficult areas in that huge fisld—can be controlled
y governmental fiat.

Finally, I would.like to comment about tonsillectomy. We have .
just finished a massive study of surgery im—tiis country, and tdﬂ!fﬁ .
lectomy is still done in huge numbers. My own feeling is th
unnecessary and unwise. But we are going to see it disappear, just
the way radiation of little babies for so-called "enlargement of the .
thymus” disappeared. And it is going to disappear by the ripple - .o
effect. Dr. Robbins Has challenged us to show by hospital recoras'
that tonsillectomy is on the wameT He will find the answer if he-
hlll look at his own major teaching hospltal ENT service as we looked”
at the Massachusetts Eye and Ear Infirmary. There we found that they
‘are doing about 5 percent of whdt they used to; and when thosé resi-
dents get out, I think we will see the disappearance of this bllght.
» It'is also interesting in regard to coronary artery bypass
surgery -- and I recdmmend to all of you the recent readings spon-
Sored by Dr. Inggifingér in the New England Journal of Medicine --
that ih qrder to do a controlled clinical trial oa that’ procedure
we really have got to bite an awfully hard’bullet, because you would
halye_to do an open thoracotomy and dissecfomy before you really knew-.
where you were with it, and that is going to be rough stuff. .

-

-«

-JOAN:GOLDSTElN: I am the National Coordinator for the Women's Health

Task Force for the National Organization for Women. My question is

for Dr. Moore.
You gave as illustrations of persons who volunteered happily for

,ned1cal experimentation those who were crl;lcally or seriously ill,

.
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ghose for whom there was no hope. You dié not include or mention
1n‘that group«persons who were not ill but who by other sources are
drawn in as subjects in medical exper1mentat10n I think there is .
a need to add to that list persons whom it is decided are eligible
to Pe medically, experimented upon.

+ Then .there was your illustration from the Warsaw Ghetto 'of the
physicians who documented the starvation experience of their fellow
sufferers. I believe you were aklng a mild point when you sald .
that if the victim gocuments the timization then it is 2 morally
acceptable point of view; that 1s, iT~it were Jewish doctérs’ who were
documentipg Jewish starvation them it is a morally acceptable point. -
I think what' y0u are raising in my mind,. anyway, is that the cortcept

»
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- of informed consent is not clearly defined or has rot been Jef1ned

" tlear definition of the concent of informed consent and its ability

MOORE: I think you have thred g dhingg in ther that I will try to dissect

'

fthere is no argument. . % .

- . ) '

.
. ’

clearly enough so that we can deal with the issue at this Forum. -1 .
would hope “that it would be the point of this conference to have a

to be- applied and also-monitored. Therefore, I am asking you,

Dr. Moore, what do you instruct persons working with you in surge

or as surgeons of what is informed consent? How do you teach that .
concept’ How do you define it, and how is it applied? : -

out. One of them had to do withypersons at were not subject to .
experiment but were also involved:with it. I am not really sure I
know what you mean. But sincé youd speak especially from the women's
point of view, I will bring out the fact that we currently have in -
the world today the most gigantic human experimentation ever under-
taken: the wide dissemination of orgd contraceptive medication, which
is not yet well understood and whiTh is being used on a vast scale.
The people who are taking those pills are women. So that is some- . - ~
thing we should bear in mind. R

Secondly, as to informed consent, it is a contradiction in terms
because it is an experiment into the unknown. No one can inform
you as to the resusi;; There is another pogition, and that is that e

e

the person involved\should have the-rvery areas of uncertainty and
ignorance explained him or her. ,This, of course, should be done. .
In answer to the recent question, this is what we tried to do, and -
I think I was merely trying to call attention:to the fact that the

term informed consent is a kind of a trap. What we really mean is

full explanation and 2 normal, relaxed human exchange between the

so-called expert and the so-called subject. "

~ H .

ALBERT SABIN: I have set down three points in Dr. Moore's very admirable’
+address. Two of them have already been raised. First of all, I will-

address myself to the interpretation of fact, and {d would not have
raised this point about the ultimate significance of experiments
with human fetal tissue in the development of the pollo vaccination
if the same point he made were not made in prec1se1y “the sdame way in

"an editorial this morning in the Washington Post, and 1f I had not

been receiving innumerable letters.

When Df. Enders referred to this in his Nobel address, ,he indi-
cated that about forty years ago I had tlone such experiments,’ and ,
then some years later they did something in the laboratory there.

I would 1iké to sdy that I wish I had never ‘done, that experiment.

It was an absolute blind alley. I uSed the wrong strain, which made
it 1mp0551b1e ;o progress and actullly was a blockade to knowledge. s
I think thé~ ultlmate development of polio viccine rested on other
things, and especlally the admirable development of the new tissue
culture techniques by:Enders and Weller and Robglns, about which

o
A




~

.+ But I do wish to still’say something about federal regulations,
- even though this has already been discussed very fully by Dr. Hiatt.
s Dr. Moore has a wonderful way of resolvin ‘things, and perhaps he
will resolve a little more his statement %hat it is not always nec-
essary to solve problems by federal regulations. I find the key word
here to be alvays. But then he went on to say that laws cannot
entirely protect against evil people. That is also true, but we must
ask what is the alternative? Is it no laws at all, or is it the best
laws we can devise? And therefore, I would ask Dr. Moore to indicate
. whether or not the issue really is federal regulation or no federal
‘ regulation -- and let us substitute national for federal, which is
* already a kind of dirty word -- and further ask him whether it is
not an issue of what kind of national regulation is prudent and what
is not prudent? Ultimately we have to-get down to concrete facts, :
' and I“would like to hear Dr. Moore comment on that. .

. ROBBINS: I would like to simply comment on your factual statement, which
I disagree with to'some extent. But I would discuss this with you .

at a later time, because Dr. Moore is going to have to leave.

SABIN: On that -one thing I don't want to be misunderstood. I could make -
up a list of things that are needed for progress -: and fetal tissues
are of absolute importance for further progress -- but I would like
to base it on a more reliable foundatidn thar the one like the polio

. . vaccine. . )
\‘ . ) -
~ MOORE: I think that for me to discuss the usg¢ of fetal tissue in the ~ .

presené%‘of Dr. Sabin and Dr. Robbins would be the height of ridicu-

lousness. I would only say,pDr. Robbins, that you cannot get out of

it that easily. I think Dr. Sdbin has just said the thing that

needed to be said: that is, while one may have a variation in inter-

pretation as to the particularly critical nature of the use of human .
: fetal tissue and the history of Dr. Enders' work, nonetheless, the .

impértance of being able to use it for certain things, of course,

is unquestioned. .

_ Now, to go on to the other point. [ agree with Dr. Sabin's .

modification that some sort of national guidelines or national state- .

ment or national push towards challenge and openness is appropriate.

The only thing I am trying to avoid, again, is what I perceive of as

an American tendency to, identify a problem and then .to become over-
‘ specific and overregulatory with it, putting the society in a very
difficult situation. Dr. McDermott put it very well in saying that
this is a very complicated problem and not one that is readily given
to simplistic federal solutions. Do you want to comment some more
on that? - N

- -

. McDERMOTT: I would like*to say just one thing, namely, we have been
talking ip terms of legislative enactments OT administrative agency
decisions. There are other aspects of society's laws here, and one

. .
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SAMUEL GOROVITZ: I am Professor and Chairman of the Department of
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v
of them is the concept of due care in case law. We have distin-
guished members of the bar in the audience who know far more about
this than | do. But ! simply point this out as one other mechanism
that society has to establish some of the safeguards that Dr. Thomas
was talking about in the beginning -- safeguards, I think, that every
person who looks at the situation believes we should~have. )

Philosophy at the University of Maryland. It seems to me that there
are two assumptlons that have pervaded the discussion thus far, -
Both of thém I find quite congenlal The first is that medical re-
search has some very good consequences, and the second is that
federal yegulation potentially threatens to constrain medical re-
search in a most unwelcome way. .

I think both of those points are true and important. I enjoyed
very much Dr. Moore's historical remarks. It does seem to me, how-
ever, that they are primarily a history of the benefits and successes .
of experimentation in medicine rather than a history of experimenta-
tion in medicine. I think we are all aware that there have been
rather serious abuses of the privilege of experimentation, and those
abuses have ipvolved the imposition of a variety of risks on the sub-
Jects of those experimentations. Dr. McDermott gave us what I view
as an important but incomplete cataloging of those risks. It seems
to me there are many kinds of *risks that his catalog excludes. I
would like to step back for a minute and ask why a forum like thls

+ is taking place?

I think the reason that it is timely and important for an event
such as this to take place is that the view of. the risks and bene-
fits of medical research that has currency within medical practice

and medical research -- and, I should say, even the spectrum of
views that have currency within medical practlce and medical .
research -- stand quite apart from certain-kinds of views that have

currency out51de the medical world. There are people who view medi-
cal research as predomlnantly unsavory and not as predominantly
beneficial.

There are pecople who view the risks as having a magnitude that
in general overrides what they see as the benefits. 1 think some
of those critics of the research establishment have a nostalgia for
a past that never existed, and they would be much benef}ted by hear-
ing some of the history of the successes of medical research. But
they focus on a different aspect of that history, that is, the abuses
and in some instances the egregious and indefensible abuses. They-
see federal regulation in a detailed and comprehensive form as nec-
essary to protect against risks of the four kinds that we have been
told about and risks of other kinds as well, not just risks of
physical injury but risks of psychological damage, of the overriding
of. personal autonomy, of being victimized by unethical practices

. even-in thq\zbsence of ohysical damage.
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' I believe it is important for the scigntific community, if it is
effectively to succeed in its attempt to retain the privilege of

' being the primary source of \its own control and regulation, to ex-
hibit clearly a sensitivity to and understanding of the motivations
that prompt the press for external regulations. If we are to .
successfully constrain the increase of federal controls, I think we
have to exhibit a better understand1ng of its origins, or at least
of the orijgins of the motivation that gives rise to it. -That mQ}i-
vation arises out of a broader perception of the risks that are at
issue. -

I wonder then if we could not to some extent broaden the context
of our inquiry by focusing a bit more explicity some attention on
what happens on the darker side of-the history of experimentation
and by leokirg somewhat more explicity not at the glories, which I
take it we all are willing to acknowledge, but at the horrors. In
this way we might come to an understanding of why it is that widely
abroad in the land there is public concern that people 1nvolved in
medical and clinical research ought not to be allowed to continue to
do what they have done in the past. ’

I addresslthese remarks to anyone who cares to respond. "

LEWIS THOMAS: I am not sure what gé;e examples of this darker side would
be. How general are they? How widely can we extrapolate from them?
Is it the habit of clinical. research in this country to be living on
this dark and unperceived side, or are these exceptional? Could you
give us a few examples of what you have in mind?

GOROVITZ: I think there is one mistake in the response that you have
just made in your question, and that is the suggestion that it is’
critically important how widespread these darker, unperceived sides
of research’are. The point I am'trying to make is, precisely that

it is perceived more broadly than its occurrence would warrant. All
you need is one Willowbrook, one Tuskegge, one instance of dramatic
front-page stuff, and you have a ground swell of reaction across

the nation. One report on research with fetal heads, and this is
what to the body politic.medical research is about.

Now, it may be that the horror stories constitute what, from the
inside, is a statlst1cally insignificant percentage of med1cal re-
search. It is precisely that point, it seems to mes. tHat leads to

‘ a distortod nerception on the part of medical researchers of what

the problem is. The problem is that the perspective that the public

’ has of medical research is not,a perspective from the.inside. It is
not a perspective that percelves the occasional abuse in the context
of a broad pattern 6f success undertaken in the contéxt of inteprity.

g Rather the public view, to an increasing extent, I believe, is to
extrapolate from the abuses and to characterize the whole thereby.
The proper address to that, it seems to me, cannot be simply to say,
"Those abuses are too insignificant for us to take seriously,"
because it just won't wash.

i
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MOORE: I would just like to say that I absolutely agree with

Mr. Gorovitz. I think that we do have-a tendency to look at the

good side of this. 1In my little talk I mentioned briefly the .
Krebiozen business as being a very dark chapter. But I think the

most important message he has given us is one that we can apply to

many things. We have to understand how other people perceive us,
whenever we are speaking of medicine and medical research, in order
to understand how we can help assist in.understanding and communlgz;//’

"vion. One of the things that we have tried to do is to andlyze t

fuhctlonal anatomy of successful, or what we might perceive of as
ethtcally acceptable human experimentation. It might be quite worth-
while toﬂgﬁther together some of these very sad chapters ' that

YMr. Gorovitz has mentioned and then try to dissect the anatomy of
those particular episodes to see what happened, to see some of these
things having to do with'the man, the institution, the question of
openness, ego drive, and scientjific rivairy. If we'would begin to

see* them on the other side, I think that would be an interesting
‘exercisé to undertake. . .

McDERMOTT: 1 see no way out of this. Oyce it had been shown that re-:

search with human subjects produced informgtion of use for mankind

in general -- for example, ongce it was possible to drive yellow fever
out of the cities of the Americas and build the Panama Canal -- it
was clear that society has a stake in doing such research.

The dark side, as far as I can see -- and I think I probably know
many chapters in it -- is one human being putting another human being
at risk. Although my contention is that you cannot do one without
the other, you can do a lot to help, to ameliorate. You can chal-
lenge people to ask if a question or an experiment is really neces-
sary. But having done that, there remain times when somebody simply
has to put somebody at risk if the socjetal rights, if you-will, are
to have the results of useful research that will come through. Now,
I don't see any way to institutionalize that type of:problem. I o
regard it as a great moral dilemma. N

L

ALBERT WORAC7EWSKI I am from the Pope John XXIII Medical Moral Research

and Bducation Center in St. Louis, Missouri. I was glad that

Dr.- Moore.had the opportunity to expand his remark about informed
consént, because I was concerned about his earlier interpretation.

* I wouldflike to focus specifically on’ this: What precisely is
the relationship between the experimenter and the experimentee or
the physician and the subject? How does the physician view this
relationship? 'Does he see it as one of parent to child, teacher to
student, master to disciple, or as one of partners in a cooperative
venture? I think this attitude, the one that each investigator must
clarify for himself, will determine the way he approaches infornied
consent. When there are laTrge numbers of subjects there is the

"danger of passing them routinely and 6f fdtgetting the human dignity
‘of each subject, regardless of his intelligence, his background, his




=

class, age, or his condition. If the investigator approaches each
indg?idua} subject as a coinvestigator in a.project, then I feel
_ some of the abuses may be reduced because the Basic correct attitude
« -+ of respect for:the other would be present. I,would then ask the
. #panel if they wish to agree or disagree, or if they would accept
¥, this idea of seeing the subject as coexperimenter. . -
ROBBINS: Are there comments from the panel? I think we find this an
acceptable point of view.- °

MOORE: I think 1t is a very acceptable point of view, and you will see .
many articles 1n the literature in which the subjects are coauthors.

The spiritual point you have made is a very, very- important one.

There are times when communications are difficult, and it is not

. always possible to enlist large numbers of cohorts into such a

-. " relationship. But if an investigator has that degree of human re-

= - spect for the relationship, it certainly helps. ,

(3 Ad . .

v

-H. HUGH FUDENBERG: I would like to make one comment and ask a question.
Dr. Gorovitz gmaised the question to which the panel responded in
part. [ gat he was suggesting that in order for biomedical re-

. search to prd@ed with' minimal delay that it would be adequate to
require really informed consent not.only of subjects but also of
the American public. I think both scientists and science writers
have been remiss in not educating the American public as to how bio-
medical research is performed and in highlighting only those few / ’
abuses with whicls we are all familiar. JIn case any of you are
interested, there i$ a new organization called the Biological Alli-
ance that is dedicated to writing articles an how®such work is done
for one hundred newspapers throughout the country. One reason we .
are here is to interview the big ones personally. But the thing of .
such proportions for those ,of you who are not{physicians has other
aspects. In most university hospitals it is pot possible to take
excess urine that is discarded after urinalysis or the excess few

- drops of bload discarded after blood is drawn for a blood test and

- use them to work,K out some new tests that could then be standardized
- for a new diagnosis of disease without getting the written consent
.of the person involved. 1 thifik this is perhaps being carried to
illogical extremes of ‘informed consent. Perhaps educating the
American public will be of help. ¢ h .
Now, my specific question is addressed to both Dr. Thomas and ‘.
Dr. McDermott. You.have indicated that there are two kinds of risks
essentially that the patient runs, sins of commission and sifts of
omission. For-~the sins of omission, you mentioned npt giving, for
example, sulfonamide and giving penicillin instead.' Nowadays we
.. need informed consent for that. .’ .
Let us take the qxamplé of the choice of a physician not to do-a.
tonsillectomy urlder counditions when the textbook <alls for it or
: not to radiate the thymus of an infant when the thymus was enlarged.

.
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. ‘ I would think ‘that that type of "sin" of omission could be incirred
at times and very well disregarded by the entire medical community .
(’ and the entire populace unless a lawsuit might arise from such a B
sin of omission by someone who was ill-informed. 1 am sure that
new examples of this will arise in the next several years. Standard"
procedures will be discarded by someone without getting a human -
experimentation consent form. My question to you, Dr. McDermott,
. is how would vou answer that?
My question to Dr. Thomas Specifically 1s: Do you think that
taking out the tonsils and adenoids in view of the recent literature
- might create cancer some twenty or twenty-five years down the road.
If so, how do we keep‘records of things that  might have very late ,
masses of patients if they are done and are ?ccepted procedures?
McDERMOTT: As to the first man to chalienge the conventional wisdom of
a procedure, I think that represents one of the reasons why it is
important and very much in society's interest that experimentation
be permitted. We must have the ability to challenge the conventional
wisdom. I think that we must not forget that there is a whole web:
of mechanisms here involved. There are not only the ones recently *
set up, hospital committees and the rest. There are malpractice ~—
decisions. There is some législation. There i$ the question of due
care in case law. There is a whole web of things here that can
. serve to regulate and keep some balance in such a type of thing.
As far as the first man to not radiate the thymus is concerned, .
I would point out what I.said earlier about random selection. Many
of the things that have gotter into our peesent practice “and are
not getting out of it were brought into it by chance-selected trials,
anticoagulants and myocardial infarction, if you wlll I mean they
. now have to be brought outsof it again. But what we must have is
the ability to challenge the conventional wisdom and discard ther-
o apies of no importance. Insofar as tonsillectomy is concerned, if
" I could drean up an experiment, a chance trial with indicators of
measurement here, I would do that. I would be all for it.

THOMAS: 1 want only to say that these are not new problems for médf&ine; I

- suppose we have had variants of the tonsillectomy issue stretching
back through all the millennia of our existence -- bleeding, cupping,
and purging being only part of it. we' do acquire habits thdat we

“ institutionalize, and they are very hard to shake off. It would be
my hope that now in these decades we could get into this sort of |, . .
thing and perhaps then get out rather more directly, using more ’
scientific methods than we have used in the past. One senses that
hazards lie ahead of us and that they have got to be looked out for.

I would just add to thé anticoagulant coronary problems .that

’ Dr. McDermott mentioned. During the period when antxcoagulants were

very widely and universally in use for this disease, they did cause

problems of malpractice and lawsuits and the like. We are now

2N engaged in discussions as to whether ‘to apply antihypertensive

-
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Zherapy to all detectable hypertensives in our society, all the
millions of them. I am not sure that any of us has forescen either
the benefits or the hazards of that, and this is going to have to be
sorted through .

The tonsillectomy 1n our study became a rite of passage. It
occurs to me that ap the other' end of life the coronary bvpass sur-
gery is another rite of passage, fortunately not passage- in the
direction that some of us had anticipated.

: t must be said that there is a certain amount of fecklessness
1nvolved 1n these muddled experiences in which we find ourselves..
There.pre pays of doxng these things better. I would not object to
regula®iond at a federal level in the sources from which the funds
derive, either for paying for patient care or for pay1ing for the
research. They would continue to come, as they have been coming,
out of HEW. I don't find any of them too egregious to live with.

] would hate to see them bureaucratized and made something as com-
- plex and Byzantine as the regulatlons that have existed in pdst
. decades in FDA. This, it seems to me, would pose the almost certain
hazard of having clinical research grind to a standstil} in this
country. We would only move forward when everyone was so ppssessed
" of a comiction of absolute certainty that the research itself would
be uninteresting and probably not very important to do. But I think
that the problem that we face' f?pn here on out -- the one that
Mr. Gorovitz brought out -- is ferribly 1nnort§gt I have no inten-
tion, and T am sure my colleagues have no intention, of trying to
sweep it away or pretend that 1t does not exist. It does exist. It
is an occasion for your heart to sink every time you think about it. ..
If regulations are necessary in order to provide the public with
a condition where this sort of thlng is not going to happen, I, for
’ one, would not be opposed to it.

WILLARD GAYLIN: I would like to return to a line of questioning, one
stgrted by Dr. Hiatt and Dr. Sabin, and continued by Professor
Gorovitz, because I don't think it was addressed adequately.

Dr. Moore started us off with a cultural history of experimenta- 3
tion that was inspirational in quality and the kind that drove me to" *
: apply to medical schpol. On getting into medical school, I met
Carl Wiggers, a professor of physiology who notified us that medical
intervention had probably cost more lives than it had saved. Well,
I am not sure. I'would have to leave it to your documentation
committe whether that statement was accurate in 1947 when Dr.
Wiggers made it.-. If there were more time I would ask Dr. Moore
to spend ten minutes to balance his hadf hour by discussing those
areas of medical experimentation that were either self-indulgent,
insensitive, costly af human valuse, reducing of human dignity,
or nonpurpgsive., .
. I would point to some of the recent work of Henry Beecher, who is
dealing with those institutioriy with witich Dr, Moor2 has a firsthand
familiarity, and I am sure his knowleege of history goes beyond these

. oy . .
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more current days. Then I would like to a3k the speakers as a group,
granting the fact that go\ernnpnt intervention can bé harmful, where:
they hOUld see some regulation of experlmentatxon necessary, 1

would like each member to direct hlmselr to where he feels the want
of ‘some regulatxon 1f at all, and 1f not at all, I would like to
hear that, too. :

ROBBINS: 1 think the question you asked Dr. Moore 1in regaré to the

abuses 1s similar to one he was asked before. 1 wil! take a brief
crack at that, because there 1s the classical series of horror
stories, some of which are true horror stories. - I suppose Lhe one
that has been most widely quoted was the syphilis experiment from
Tushegee. One can go back 1n history and ident:ify many others.
But | also would like 1o point out that some of the so-calied norror
stories that are ingrained i1n the conventional wisdom of Deople who
talk about these things are not necessar:ly horror stories. Although
they are horror stories to some and not horror stories to others,}
one will hear the litany. The hillowbrook experiments appear in most
presentations on the subject of abuses. But yet one can find rdtio-
nal people, moral and ethical people who will support those experi-
-ments; and you will find moral and ethical people who will not. It
is & t a clearcut horror story. ) .
. hink there are many other abuses, somé of which fall-in the
. area of the kinds of surgery for changxng people, such as lobotomies
* and things of this sort. I suspect in many instances these are quite
unchallengeable horror stories. But I think there is a tendency,
once somebody has challenged an experiment, to ingrain the story in
the conventional .wisdom and to sinplv repeat it._, It almost comes
into the range of gossip, and I think that that 1s a very unfsrtunate
matter, .
There 1s not time to enter iato this topxc in great detail, but €
I would like now to let each of the panelists make a closing state—
ment addressing whai has come up here. ,

McDERMOTT: I would simply like to close by stating, as I have before,
that the risks involved are of every kind that any sort of a medical
intervention.can take. The dark side basically has to do with the
fact that one person put another person into risk. How we meet the
societal needs and still protect a certain amount of the individual'$
rights is something that is not clear to me. I say ''certain amount
of the individual's rights,” because any other way of doing it is to
take the position that the social good is the sum of all individual
goods,\and I simply do not think that proposition can stand up. It
particularly cannot stand up Jn terms of what has been accomplished
with society by research. ’

. 1 became very interested, as all of us have in this business, in
look1ng into the various hrltln s, and particularly the Social
Contract of Jean Jacques Roussééu “who certainly studied the
questions of 1ndividual rights versus social rights. 1 discovered

59

»




, s
) )
’ s’ g

. $,
: ! TR L
that he had intended to write 2 large textbook on this subje¢t and o
that he had to settle for the intital essay because he could not R

fxgure his way out. . .

THOMAS: It has been my own experience in the last sevetal year's that
the committees now mandated to exist within hospital centers for the
review of all aspects of human experimentation seem to work very:

' well in the environment that I am familiar with. This fs not endugh,
I am sure, to satisfy all critics, but it needs to be said that the
mechanism works very well. One way of telling that it works ver)
well is that the quality of the research 1s obviously being scruti-
nized by more people within the institution qualified to do this.

The 1nstitution, as an institution, now achiéves responsibilities
for all the research within its walls, which it was not aware of as
T 2" responsibility in the years before we drifted in this altogéther
desirable direction. I have ro objection to seeing ‘that mandated
and stipulated in more regulations and to have the outcome be that, ’
the institution would assume all kinds of responsibility for human
experimentation within its walls. I would not have any, great objec-
tion to having people‘representing the patient population at large
- taking an active role in this kind of committee work. ;{f ;.
» :

McDERMOTT: You and [ are 11censed to practice medicine and s ngery in
the state of New York. .

THOMAS: This is true: I have never.taken out a tonsil in my life. . .

.
.

McDERMOTT: You were'prevented somehow.

THOMAS: Yes. The second thing I wanted to say is simply to reiterate
that I am not sure that there are very many issues with human experi-
mentation confronting us today that I woyld regard as very important
for mankind's future. I don't think that_there is that much very
interesting crucial research going on at this moment. There will be,
however, and I think we should’ preserve the possibility of clinical
research ,going on for at least the next century. One by one the
major diseases that worry mankind and that give us the trouble, that
give us heart sink when we think about what goes on inside a hospital,
these are g01ng to come down as we acquire more and mgre understand-
ing of underlying mechanisms. This means cancer and heart disease
and stroke and rheumatoid arthritis and even, as Dr, Sabin remarked,
schizophrenia. And I hope we can preserve the system, faulty as it
may be, so that when the occasion arises for making a frontal ap-

7 proach on, say, rheumatoid arthritis or schizophrenia, we can do
these things” and get the answers that I think then will turn out to
be of great benefit to mankind at large.

DORIS HAIRE: I'am President of the American Foundation for Maternal and
Child Health. We have just done a national survey of state
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. . regulatlons regardlng the retention and preservatisn oﬁ medical
‘records. In the state of New ¥ork,'a hosplgal-can tﬂIOh away records
at’ the end of §$ix }ears Nurses® notes can be thrown olt.at ‘the epd

v . of the hosgltal stay. This i¢ valuable information that researcHers
; should have, and Ianm stunned that New York would allow this to be . !
¢ : destroyed . .
. N ' - LR C ey )
. MOORE: I‘would Jjust 11ke to take my turn on this clos1ng bit o say ¢
Y ) ‘that ‘my response to D; Gotovitz,dnd-to Dr. Gaylin 1s a;r1rﬁat1\e
) < we shauld lodk,at that, Pr. Beecher_is s1tt1ng tight there.* He

us to thank more clearly’ abdbut this with his work several

s ago. And there 1s a 11t¢4e point there where [ dlsagree with

. McDermogt, in that- I' thiAk “tHere 1s a dark s1de. There is a

rk side thit is more than just people puttlng son.one else ag risk,
and I just mentioned bne or two egreglous examples. I won't go into

: #+ ! them any further But there have been others, such as the tremendous
wave of cardiac transplantaflons in 1968 and 1969, done without ade-
‘quate immunosuppres$ion apd h;thout adequate animal vork. I think

-

- .

., -, in, each one of these things bhap‘gs would be profltable to analyze .
.o - the anatomy of those dark EXper1ences and try to r1nd -Qut why they
' . + were that ha) : s ’ ,

. . .
A .
. e .-y
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ROBBIVS Thank youavery much 1 apologlze toranyone hho 614 not get a

W chance to speak thxs t1me, “1 hope you w;ll later . . ‘
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This Academy Forum is based dn the premise that the social, legal, '

. moral, and metaphysi€al issues associated with fiuman experimentatibn

confront us with a series of complex dilemmas that are. neither easily
nor properly resolved by simple value affirmations. Research with
human beings that "is at once ethical and feasible mus§ be mindfui of the

.. potential risks and benefits that it entails for the individuals who -

»

O

are directly or indirectly involved in the investigative "process, and,
for the larger societal community to which they and all of us belong.
Some kind of dynamic equ111br1um between the.promises and perlls of
research, and beétween individual and societal considerations should
1deally be struck -- an equilibrium that does not immoderately embolden
ipvestigators and their subjects, unduly fetter them, or relegate them
to an-irresolute state of limbo. . I am tempted”here to be,somewhat °
aphoristic and say thdt jit is far easier to {ecommend such & golden
balance than it is'to attain it. . L
Within this genera] frameuork the cases on wh1ch the -Forum’ pragram
is bu1lt focus on the relatlonshlp -between rlgbrous and responsible re-
searéh wit hpiman sabjects,, the quality of their consent, and the equity
of the way in which’ experlmehtal advantages and risks are distributed
among different individuals and groups. In these connectlons'we will
be partldularly concerned with the fetus and the child, the military,
the prisoner, and the pdor. The identity of, “the human fetus, the imma-
turity of thg child, the captivity of the prlsoner, the chain of command
_to which the soldier is subject, and the deprlvatlon of .the poor all .
‘raise questidns about whether their participation in résearch can be
noncoercive, free of exploitation, knowledgéable, mbannngfhl and fair.
It has become almost a.truism to affirm that 1nf6rmed voluntary con-
sent is central to the ethicality of all research conducted with human

. ' . .
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Subjects. The litany-}ike ring of thys statement i3, ndt only attr1§p- e,
y “table to the essentiality 6f consent, but also to the frequency with {
- ‘which 1ncantations to 1ts importance have been made in the growing . - &
A4

number of organized discussions and publications dealing with the ethics,
of human experimentation. Problems of distributive justice and equity
are also being debated -- less frequently than problems of conseit, .
v perhaps, and more in connection with the allocation of scarce resources .
. in the delivery of medical care than with regard .to human =
experimentation.
why 1s so much concerned interest 1in theee kinds of 1ssues being
expressed? iln part, this seens_to be a collectivé, cumulative reaction
ty varioud hinds of abuises that have occurred 1n research with human
*wubjects. Some diminution of generalized trust in the motivation,
conmitrent, and competence of physicians appears to be involved here as
_ well, and with 1t a lesser willingness to accept claims toraugonomy, and
o self-regulation made by the medical profession. Awed apprehension
/ about some of the biomedical prospects that loom before us™is also con-
tributing to this interest: actual ’and anticipated developments in
’ genetic engineering; life-support systems; birth technology; population
control; the implantation of human, animal, and artificial organs; and’
the 10d1f1cat10n of human thought and behavior.- .1‘
- .o In a recent artlcle1 I have suggested tiwet the preoccupatlon with
human experimentation is part of a broader and -deeper societal concern ~
_ with ethical and existential issues related to biomedical progress and
- ’ to the delivery of medical care. [ Nave alsp observed that some of the
same quegtions of values, beliefs, and meaning that have been raised
with respect to medical research and care are occurring in other domains
of Ameritan society. I have hypothesized that this convergence of moral
and metaphysical thenes may be.part of a ramifying process of social and”
‘ cultural change that is carrying American society toward a new stage of .
modernity, one in which we are joining scientific- technical and
. religious-philosophical issués that we used to separate. This rap-
prochement.is graphically illustrated by the cases before us this .
afternoon: blomedlcal and behavioral research with the fetus and with
. ’ the child. / ,
o However medical, legal, -or soc1olog1cal our Startlng point may be,
somehow, 1n-February of 1975, these considerations will inexorably lead
us to ponder ethical and existential questions as well. What is life?
When does 1t begin? What do we mean by viable life? When does a fetus
acquire ''protectable humanity"? or personhood’ Who is the child? What
identity, rights, and obligations does a child have- 1ndependﬂnt1y of
_his or her biological or social *parents? Should the ,balance of risks
and benefits to which a child is subjected be any different from that
deemed appropriate for an adult? Is there any moraﬁly indubitable way ‘.
in which proper consent for experimentation on fetusés or children can, °
< be, obtained? From whom should such consent be sought7 From the would-
have-been mother and/or father of the fetus? From the parents of the =

- ch11d? From~the chlld'ﬁTEEE'_° From a spec1al surrogate de51gna;ed/6y ;
) the society to-represent new life?. . A . . :
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As our discussions unfold, I invite you to consider my hypothesis:
that the raising of such moral and metaphysical questions at-a scien-
tific forum like this one is part of a much larger happening, with .
long-range implications for the fundamental value and belief structures
of our society. ' : ' .

If T may I would like to add a kind of postlude to those remarks
that I have prepared, which grows out of my attehtive.appreciation of
the remarks—that were made this morning. It seemed to me that a common

—thread that ran through the presentations was the wistful entreaty that
strictly biomedical issues associated with human experimentation ought
ideally to be kept distinct from ethicai, legal, political, socral, and
what I have called existential phenomena that also accompany these
issues.

My own perspective on this is that the current reality situation .
* precludes the achievement of this goal, whose desirability I also ques-
tion. The kind of sociologically aseptic conditions that have been
.invoked dd' not currently exist empirically. In fact, as I have sug-
gested, biological, medical, sociolegal, sociopolitical, and inherently
religious -questions ‘gre occurring in complex interactidn with one
another. And a whole series of social actors, not only biologists and
medical professionals, but also ethicists, theologians, clergymen,
lawyers, judges, congressmen, politicians, social scientists, govern-
ment agencies, and various organized and unorganized groups of citizens,
including juries, are already active participants in this process.

The problem then, it seems to me, is not so much to deplore this,r'
but to deal adequately and creatively with it. Here we come to what
seems to me to be one of the overarching questions to which this Forum
. ought to address itself. Can this conjuncture of issues be competently

handled in the name of the entire society by anyone or even by the
congeries of existipg institutional complexes, be they the biomedical
community, the polity, the courts of our land, or our clergy and

* philosophers? Or do we need a newly invented kind of social mechanism

to_deal with these issues? ,

“In concluding, I would like to cite the Roe vs. Wade decision on the
legality of abortion and the repercussions of that case in recent weeks.
In that particular decision handed down by the Supreme Court, Associate .
Justice Blackmun, in Summarizing the pajority opinion, indicated that he
felt it was unseemly for justices.of a court to rule on the, quegtion of
when does 1ifé bégin, and that Wwe would have to walt upon ethicists,

. theoldéianp, biologists, and the like for the answer to that.very Fomplex .
- apd awesome questjon. Yet, it seems to me inescapably that -in ruling *°
at all on -abortioii, one does tackle covertly,-if not oveygly, tha& ques-
tion, because in that Qartichlar decision, of course; & -distinction
e was made between the first and second trimesters of pregnancy. I cannot
think of any legal position that could be taken on that questipn which
would not blatantly, if not-manifestly, get intp some of these issues-~
issues that some of us would like to be able to clear from the land-
: scape so that we could deal more straightforwardly, perhaps, with the
4 strictly biomedical features of the phenomena before us. :
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CHAREES ALFORD . S S

As1de from discussing the pros and cons of various categories of human
research, this meeting also focuses'on~}ifé as a dynamic process. In
keeping with this concept, it seems appropriate that the opening case
session should focus on the initial stages of thls process, namely
embryvomic life. ‘

" The ethical, legal, social, medical, and scientific‘issues posed by
research on the human fetus are far mgre complex than some of those to .
be discussed ih the other sessions. The reasons‘for this are many.

Some are obvious; others less so. ‘

Consider, for 1nstance, that.research in this area involves not just
an individual, but-at least three persons: an unseen patient, the
fetus; the mother; and the father. Therefore, the central issue of
infoPmed consent and whHo might be permitted to give it is a critical
problem in need of resolution in the immediate future. .

Recent decisions of the Supreme Court relaxing legal controls on
abortion, and the violent reactions of various segments of our society
to these decisions, make the task -of this particular panel difficult if
not frightening. We all unanimously agree, however, that the enormous
problems and the debates surrounding modern abortion laws should not
becomé so overwhelmlng as to preclude fetal research, either that on-
going or that prOJected for the future. For if this would -happen, it
would herald a medical tragedy unparalleled in modern times.

Even total cessation of human fetal research would not change the
abortion rates in this country to any 'significant degree, since no form
of research is a major stimulus to their presumed increasing numbers.
Instead, ablation of fetal research would hamper proper medical care

.
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for millions of innocent pregnant women not comtemplating abortion and
*  most ,particularly for their babies whether born or unborn.
Simply 'stated, modern medical research, development, and practice
.are so'ipextricably linked, especially in the areas of ohstetrics and
.pedigtrfgg.encomgassed by fetal research, that a deterrent to the human
_ aspelt would be immediately translated into reduced medical care for
... untold nusbers of young infant3.and, their mothers. That this possibil-
<i- ity ‘could bervme, a rgality in a ‘ziyilized society is unthinkable, truly

ol idékchgable,,no'm?t;gr‘how imporfant "the real or imagined issues might
Tivo C-be  that allow it 1o come inte being. T, .o

—a - - LY

s~ li-TAs combimed practyriomers, academicians, and researchers, mandated

. through out various préfessions- to progect the health and well-being of

J < pregnant women and their children and, vo'guarantee théir yights for
ceved greater future iqprcvement§;ﬁ{his panel ¥iéws the fetus as a .
1{cr§ticalnLink in the continuum of 1ife. Byt to provide maximum medical

.« care for the'protection of the fetus, we must better understand its’ ) .

! :normal develvpmwent, the deviations from porm thag lead.to digease, and
steps toward intrauferine therapy, either now or tamdrrow, become, v, - -
impossible. The path to becoming a realistic physicidn to.the fetus -~ ° R
will be strewn with one #thical stumbling black after anpther..”This is . .
a necessary outcome because of our ignorance and the resulting mystique ' o
surrounding it. We accept the challenge of solution, and ‘[cokforwafd' ™
to the improvements of tomorrow, no matter how difficult’ the task may -
seem today. . T e e e

From this point on, we would like .to present our view of what-fetal:: SRR
research is all about, and essentially it will come in three units.”- . .
Dr. Battaglia, first, wily introduce the subject and attempt to catego- 7.7

rize for you our view of what is entailed under the subjgﬁi'bf‘ﬁéiql A
research and to identify those areas that involve the greatest - ethicdl 1- o
issues. The second will be an overview, from the obstetrical standpoint,*
by Dr. Jaffe. Finally thére will be an overview from the pediatric, . )
standpoint by Dr.” Audrey Brown. Dr. Hay will then add comments befare

the discussion. -

. R AN

-

. - [ .

FREDERICK BATTAGLIA

. .. s
! would like to begin by stressing very briefly what I do not intend to
. dwell on, namely, the use of living.tissues from dead fetudes or from
. their placentas, because I think for most.of us this does not present
any major ethical dilemmas. Leroy Walters has written recently about
this, using some analogies that I think bring up some ethical issues
even i’ this area. But I think for most of us involved in biomedical
research, we see little problem with the use of living tissues from dead
- organisms. _ ~ , )
I would stress at the start, because this does get somewhat confus-
ing, that I am referring here to a nonliving organism. That is quite,
different from a previable.fetus, in which viability, for me at leadt,

»
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is a definition of a future prognosis_-- that is, will you live one
month, one week, one day -- whereas we can decide what is or is not
living at this instant in time, and define a biologic state. In the
use of living tissues from dead fetuses, from their placentas, we have
an area where a great deal of exciting work has gone on in cell biology
and virology, and where we are not presented, I think, with major

- ethical dilemmas. ‘

So, I would like to move on to the more d1ff1cu1t area, and that is
the question of research on living fetuses and abortuses, whether or
not we make a’ prognosis that they are viable over a given length of
time. Here, of course, we have a number of difficulties. First of
all, there are the arguments that such research in man is absolutely
essentlal and must go on. #Most of the time this casg is made on the

' basis of differences between species, differences that would preclude
our obtaining useful information from animal research that could then

be applied to man. I think there are legitimate examples of this, which
Dr. Jaffg and other members of the panel will stress.

Again, to give balance to our program, I would say that while some
of the scientists may have had different experiences, my_own has been
that as I have Teviewed protocols aimed at such research on living’
fetuses or living abortuses, the experimental design often has not ade-
quately reflected the current state of the field. The considerable body
of data that has been collected, demonstrating the marked differences
in physiology and biochemistry introduced by studying fetuses at dif-
ferent gestational ages or underj,different conditions of stress even
. within the.same species, is often overlooked. Thus, strictly on a
scientific basis, these protocols would not be acceptable, in that the
experimental design precludes obtaining definitive answers.

However, even assuming high quality of experimental' design and the
’ importance of the questions posed for solution -- which gets us into

the realm of cost-benefit ratios, and which to me is a minimum criteria
for human research, not an end in itself -- I still believe that all

'y such research on living fetuses and living abortuses would take us into

the realm of a discussion of some kind of informed consent by what-
ever groups or individuals. :

In general, my guidelines would be similar to those one would use,
in most instarices, in evalwating the appropriateness of research proto-
cols on infants and children. The research could be considered in two
categories, as some of the speakers have already done: namely, a category
where we are discussing-research that Ys without risk or harm to "the
fetus,*and another where there is a degree of risk involved.

" In the first category, given the above approval, my concern would be
to allow such researchers as much latitude as possible. That is, it
need not be therapeutic or immediately relevant to this fetus or ‘to
those parents, but could be directed at helping prenatal biology and
medicine to progress in a more general context. Such research might
include, for instance, collécting umbilical cord blood samples or urine
samples for analyses of pesticides or whatever. However, I would stress
that we could insist that the best technical advice be brought to bear

ERIC | 67 - ' '
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on the review of the protocol. Again, the idea being to reduce the
number of different studies requ1red to ansker the same or related
questions. . .
In this area, I gight mention the obvious problem that physicians . LI
.take caré of patients, and that the M.D. degree in itsel? does not
ensure any certification or qualification for résearch.* It is true, in - .
general, that animal research and basic research are expensive, and thus .
require funding from granting agencies, which take rhem into 2 peer .
review system. That may not be true, although granted it is a very
small percentage I am referring to here, but it need not necessarily
be true of all human research. The fact that the accreditation groups’ g
that are coming along -- as well as subspecialty boards in maternal- .
fetal medicine, in neonatal-perinatal medicine -- may also now insist
on res¢arch credentials exaggerates the problem. The increased emphasis’
‘on primary care teaching in medical schoold, and the need for a grbwing
body of service-oriented, teach;ng oriented physicians, again, brings
up problems in review of human research protocols that ‘are especially ' :
© relevant to the area we are discussing today. Where an area of biology, .
moves ahead rapidly, there may be comparatively few numbers of faculty, '
at each school to review such protocols. .
So, again, 1 think we could all agree as a general principle that the i .
research protocols on humans should adhere to the highest possgible
scientific standards and introduge through one mechanism or another’
Qore required consultation and advice®from appropriate scientists into .
protocol design. '
If welcome back to ‘the group then, where_we are con51der1ng research
in which some degree of risk is involved, again I would feel that one
, should be sure that the risk to the fetus or abortus should not Be
life- threatenlng in and-of itself’-- that is, the research protocol ) -
should not in itself preclude survival -- and that the research should
have the potential at least for being therapeutic to the pregnancy,

mother or fetus.

In general, the ethical practices with regard to fetal re"?ax‘ch that
"L would follow are similar to those provided in the.Peel Report and sq
elegantly presented in Paul Ramsey's recent book on the ethics of fetal .
research. Additionally, I think that there should be some firfi defini-~ .
tion by some governmental agencies beyond which research on the living . .
abortus becomes considered in the same light as the’living new-bern
infant. By definition I mean something we can hang onto by welght or_ '

* gestation. . This definition should be a firm one, since it is essen-

v tially an attempt at delineating viability -- thatais, a prognosis of
_continued survival with full recognition of the errors inherent in . - e
phy51c1an judgment of gestational age and of the markedly alfferent '
neonatai prognosis of infants of the same size but different ages. .

Again I would return to. looking at mechanisms that would not: 'beg
labor us with organlzatlon, but at the same time wquld tighten up tﬁe . .
protocol and the input from a variety of scientists into human research.

Finally, I would reemphasize the fact that the research conducted on -
11V1ng tissues from dead fetuses and on placental tissue, for flost of

' E MC , . ‘ . : ,;nu.

Aruitoxt provided by Eic:




<

66 s
us ‘at least, presents lyttle ethical dilemma and 1t represents the area
that has been tapped and used so successfully 1n cell biolebgy and
virology. ,
Y ‘ ' -~
ROBERT JAFFL ] o
'f 4
There are many avenues by which the broad area called fetal research
might be approached” The approach that I should like to take is to

¢ discuss this research 1n the context of first, those advances in medi1-
cal care thag would have been proscribed had such research not been
permitted 1n dhe past, and second, some problems in medical care for p

which present and future fetatl 1n\est19at10n may provide some solutions.
Before embarking on this ddscdssion, it might be well to review and
define briefly those various areas that have been grouped under the
heading of fetal rescarch. There 1s minimal disagreement about the
conduct of researchgnj‘sog% of these areas, and more active discussion -
of others. These aéflnltipns include the distinctions between use of
dead versus living material; the use of individual tissues as contrasted
with the study of the whole organism; the distinction between previable
(or nonviable; and viable fetuses; and the utilization of the fetus
.1n research as contrasted with use of other tissues resulting from preg-
nancy, including the placenta, fluids, and membranes.
_ There are two documents that have dealt most extensively with these .
issues, and 1 shall use them, -in part, in framing these distinctions. -
These documents are the report of the advisory group to the Department
of Health and Social Security in “the United Klngdom chaired by Sir »
John Peel, on the uselof fetuses and fetal materiaj for research; and
the proposed guidelints for the protection of spegial subjects in bio-
medical research, promulgated by an advisory group of the Department
of Health, Education, and Welfare here in the United States.
The Peel report defines fetal death as the state in which the fetus
shows none of the signs of life and is incapable, of being made to
function as a self-sustaining whole. As Dr. Battaglia mentioned, indi-
viduals of many persuasions feel that research on the dead fetus should
be permitted to continue and does not require restrictions or
legislation. | v ‘
Secondly, the distinction should be made between the fetus
intact organism for study, and the study of'individual tlssues.
. John Peel's group found that in most instances-f¢tal tg;sues weye used,
. rather thap the whole organism, as tissues and ced]ls xay ue to
* live for, a period after the fetus itself has died, ayen 1f they are
seplrated from it.
Additionally, the distinction should be made between the study of
. the fetus and the,study of other products of conception 1nc1ud1ng the
. placenta, fluids,_ nd membranes. Few would maintain that study of
these products is at issue, . ¥ ’
. We come, then, to the distinction between the preV1ab1e and viable
‘ o fetus. There is. no definition of viability that is satisfactory to .

: (jg) ' . ‘
. : . b ’
Q : : ¥
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‘all, and conprehensxve analysis of the definition is beyond the scope
and time constrainfs.of this presentation. , A commission éstablished
by recent congressional legislation will address this issue extensively.
The Peel Report defines a viable fetus as one that has weached the
stage of maintaining the coordinated operation of its component parts
so that 1s is c;pable of functioning as a self-sustaining whole and
independently- of any connection with the mother. The proposed policy
of the Department of Health, Education, and Welfare maintains that the
presence of the beating heart is not, of itself, proof’of viability,
and that an additional prerequisite be the capacity for expansibility
of the lungs. 1 would concur that the presence of a beating heart
alone is not-an acceptable criterion for defining viability either of
the fetus or of the adult. 1 might suggest 'additionally that medical
practices resulting from previous and current fetal research have per-
mitted a redefinition of the age and “elght of the previable fetus and
the viable fetus. .

Having made these distinctions, let me now consider some of those
areas of medical care to which fetal research in the past has contrib-
uted and some of those areas in which present and future investigation
might be expected'to make inroads. Parenthetically, I might add that
much of this invegstigation has been of excellent caliber and conducted
by well-trained investigators, while some research dealing with human
subjeects, just as research dealing with animal models, has been less
than optimal. One should not abandon needed research because investi-
gations in an area have not been carried out in an optimal fashion by
ideal investigators.

. Among those areas of maternal, child, -and general medical care that’
have benefited by fetdl .research are: ' ’

\

'd
1 the modern management and prevention of Rh blood group sensitiza-
A

tion -

2. the antenatal detection of fetal metabolic and genetic abnprmali-
ties by sampllng the amniotic f1u1d that surrounds the unborn fetus in
the uterus

-

3. the developnent of vac{ines for-the prevention of several viral
-diseases - .

L
~

4. the assessment of fetal lung maturity by chem1cal tests performed
on the amniotic fluid

5. improvements.in the prevention and treatment of prematurity, the
leading cause of neonatal mortality .

6. hordonal measuremenfs'performed on the mother's blood or urine,
which serve as valuable reflections of the status of the unborn fetus.

s ’
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I should like that has_been carried out 1n each
of these areas.

The contemporary diagnosis, mandgement, and now.prevention of -
isoimmunization of the infant of the Rh negative mother represents a
remarkable epoch 1n medicine. Many unborn babies were sensiticed
because of 1mmune, antigen-antibody reactions leading to severe, often
fatal, anem:a i1n utero. Important strides were made 1n the prenatal
diagnosis of this disorder by obtaining a sample of afhiotic fluid.
Tne anount of blood,breakdown pignments in the fluid was found to corre-
late well with the severity of the baby's anemia. when the degree of

to ¢laborate on work

ane~ia2 was sQ serere that the fetuses would otherwise have died.while
st1il 1n the uterus, 1t was found that they could be transfused while
<t1ll 1n the intrauterine environment. Intrauterrine transfusion

tnitially was an experinmental procedure, which could not have been
assessed completely 1n animals and which has resulted 1n the salvage of
a number of previously helpless infants. Subsequengl\ by further
experimental studies 1n humans, 1t was found that gbxs disease process
could be prevented by the administration of immune globulin. -Thus,
‘through the use of experimental procedures involving pregnant women and
and subsequent preven-
tion of a frequently fatal disease evolvcd

The use’ pf amniotic fluid obtaingd during the course of pregnancy
has led to another group of advances in medical management. Utilizing
fluid obtained from the uterus of the pregnant woman for specific

- chromosomal and biochemical studies, a number of genetic and metabolic

disorders. can be d:agnosed early i1n pregnancy. One such disorder is
mongolism, which frequently 1s associated with mental retardation.
the previously experimental procedure of amniocentesis, that is,
obtaining a sample of the amniotic fluids surrounding the fetus by
1psertion of a needle 1nto the pro¥nant woman's uterus, been proscribed,
these advances would not have been possible.

Another area in which advances have been made is virology and immu-
nology. Several 1investigators were awarded Nobel prizes for work using
fetal tissues that led to the development of vaceines, the administra-
tion of which prevent polio and measles. Without the use of these
tissues from aborted fetuses, this work.would have been hampered
significantly. *

One of the major challenges to contemporary obstetrics and pediatrics
is prematurity, a major cause of neonatal death and morbidity. The pre-
mature infant has difficulty largely because of respiratory distress.
Performing experjmental studies on fetal lungs has led to increased
understanding of the development.of the surface active agent that
enables the lung to function properly. Using fluid obtained by amni-
ocente$is, it is now possible to measure the compounds involved in the
formation of this surface active agent, and thereby to assess the degree
of fetal lung maturation. This information is of extreme value to the
obstetrician in several clinical situations, including the determination
of the optimal time for delivery of the infant of the diabetic mother.

Had
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These determinations &lso enable the obstetrician to alert the pedia-
trician of the 1mpending delivery of an_infant who will develop
respiratory distress so that preparation for appropriate therapeutic
measures can be made.

’ Turning to the area.of endocrinology, hormone formation, metabolism,
3nd function differ marhedly between other animal species, including
monkeys, and humans. Basic knowledge resulting from experimental
studies 1n humans of the formation and netabolism of hormones in preg-

nancy has.led to clinical tests to assess the well-being of certain .

high-risk pregnancies.

In addition, ultimately there 1s no adequate way to assess the
safety of drugs, including antibiotics, which we use to treat pregnant
women and their offspring other than to study the efficacy, safety, and
metabolism of these drugs 1in the groups of women and children for whom
they are intended. These studies rmust include adequate controls, that
is, subjects who do not have the disease process for which the particu-
lar drug 1s intended. In fact, all meaningful scientific studies )
require adequate controls. For exanple, to understand the abnormality
of 1ntrauterine growth retardation of the fetus, we must study hormal
patterns of intrauterine growth.

Having discussed some areas 1n which various types of fetal research
have had an impact upon advances 1n medical care -- advances that

would not have been possible had such work been proscribed previously --

I should like to direct my attention to a few -of those areas in which
present and future research can reasonably be expected to lead to
improvements in care of pregnant women and their offspring. i

While strides have been made in the diagnosis and managément of the
premature infant, prematurity,” with its attendant lung problems, re-
mains a leading cause of newborn mortality and infant morbidity.
Further studies of normal and abnormal lung maturation may be expected
to lead to further improvements 1n the prevention as well as management
of these problems.

when the factors responsible for the initiation of labor in women
are known, a more intelligent approach to the prevention of premature
labor may be effected. Already medications are being studied in preg-
nant women that appear to hold great promise in preventing premature
labor. It has been reasonably well established that those factors
responsible for the onset of labor in certain experimental animals are
strikingly different from the causes of labor in women. While animal
studies can and should pave the way for studies in humans, ultimately
information obtained in animal studies must be translated into infor-
mation for humans. This can only be done by studies of both normal
and altered physiologic states. '

Additionally, knowledge of normal function of the heart and blood
vessels during human developsent should lead to a greater understanding
of congenital heart disease-and conceivably of heart disease manifest
later in life. i

Finally, in a more speculative vein, there are good reasons to
befieve that information obtained concerning the-endocrinology and
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izmunology of pregnancy may be relevant to an understanding of basic
mechanisas 1nvolied 1n°cancer development. ™ Without meaning to sound ]
melodramatic, 1f 1mprovements 1n maternal care, infant health and sur-
vival, congenital and acquired heart disease, prevention of certain
viral diseases, and inroads into-understanding basic mechanisms in
cancer and immune mechanisms can be effectéd by well-structured,.care-
fully conducted research in the pregnant woman and the fetus, it would
seem tational to further and foster ‘this researth now and in the future.

" AUDREY BROWN -

I am glad that today we find obstetricians and pediatricians agreeing
sqQ well that our speeches are almost identical. However, I will have
to deviate 1nitially from my prepared statement, because I think the
thread that inspired Dr. Jaffe's speech and perhaps a little of mine
was a bit different than what was touched upon this morning.” When we
are discussing fetal and neonatal research, and particularly research 4
1n the living fetus, I think both of us are reacting to the possibility
that not only is society asking that research be improved and that the
frivolous research be eliminated, but there-is a real threat that with-
out understanding the contributions of research on the living fetus,

< there may be a real movement to ban all research. That focuses the
question quite differently than the general subject of research in
"human subjects. _

The cther definition that Dr. Jaffe did not touch upon is the one of

research 1tself. It is a word that I am sure means many things to many
peeple 1n this room. But I have read definitions of research as applied
to human beings, and it is frightening to me to realize that anything
1nnovative or not established by common practice or a series of experi-

) ments 1s considered in the broad term of research. Those of us who are
dealing with an entirely new possibility, fetal medicine, or the sal-
vaging of the lives of thé prematuye, face that definition with a great |

+ deal of trepidation, because nothing we have done in the past has
worked. Are we to continue then to t¥f to do nothing few? If research
in those terms is danned, we are in great difficulty. .

It is our purpose today to discuss means by which we can assure °

protection to human subjects, including the fetus.and newborn, who are .
®involved with us in the pursuit of information ‘that may contribute ta

better health care for the fetus and for the infant. We can assume, , )

and indeéd it has been documented, that physicians offering new and'’ .

advanced treatment are, in the main, acting jnm good faith, and that

the majority f medical research meets the highest ethical standards.

Societal concern 1s directed toward develbping means by which protection

of all subjects at all times is agsured -- an 1deal situation -~ while .

at the same time gkving assurance that knowledge and potent1al cures "

will and can continue to be sought. We must be certain, as Dr. Fox ..

pointed out, to balance these two objectives, lest we deny to this and ,

I3
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“to future generations their right.tb'ﬁope for cures of disorders that
are presently unconquered. . .
The particular problesf which L am to address is the perplexing one
. concerning the need for further knowledge of fetal and neonatal dis-
orders, because it is this area that has been left untouched for
generations. We are beginning to realize that we have the obligation
to be true physiclans to the fetus. The problem requiring our attention
is to assure the possibility of investigation involving the fetus and
newborn in order to continue to develop means of care for the fetus,
while at the same time taking into account the rights of that fetus and
the newborn. L
_ Most of the advances in fetal medicine are new. They have occurred
- certainly within the past fifteen' years because of the realization that
the fetus was indeed § patient, one who often had been denied the
possibility of being born because of his relative inaccessibility to
treatment prior to birth! In the past, physicians would only wait to
treat the fetus after he was in view, after he was born. But now we
know that this inaccessibility -- and a bit of our own stupidity -~
does not allow us to disclaim the responsibility for his direct care. .-
< The major event that initiated direct treatment of the.fetus came
from the courageous bffort of Dr. Liley of New Zealand, whg realized
that the fetus, doomed to die in the uterus with severe anemia caused
by Rh hemolytic disease, was only two inches away from.a possible life-
saving blood transfusion. Klthough these two inches of the mother were
a physical barrier, they really represented more of a conceptual
.. barrier. The frustrated physician realized that this barrier tould be
breached by a needle, reaching from the extrauterine into the intra-
uterine world.- He could offer_ life-saving blood if only he were per-
- mitted to reach into thit sanctum sanctorum. With the first trans- = .
fusion, a fetus was saved from certain death, and because of Dr. Liley's®
willingness and courage to try this new approach, that life and now
many other lives of the unborn have been preserved.
The success of that effort opened up an entirely new era ¢f hope
and of responsibility for physicians to the fetus. And the treatment
. of Rh hemolytic disease of the unborn is not the only disorder of the
fetus that can be diagnosed and treated while the fetus is still in
utero alive. We have come to-rgalize that many fetal disorders can be
detected in utero, including infections and inherited disorders. - We
do not yet have any idea how many of them might. be treated there, and
how many disabilities might readily be stopped or prevented right then.
To find these answers and to extend health care to the fetus, new
approaches must be found. Since these inevitably involve the mother
very directiy, is Her consent enough? Is her refusal enough to deny
: him this- hope of life? For the larger question that we face today, can
society take on the burden through legislation of denying the mother
the freedom of such decision to try to save her child, if her child
tah only be. saved through what in the broad sense of the word 1is
research?
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SN pedlatrxelaﬂ let ne tale a few minutes 10 indica%e how, essen-.
R z1ai 1t 1s that the fetus and the newborn continue to be studied if we
- ‘are o sa\e lives that are presently assumed to be lost. While there
nust, of " course be continued vigilance against abuse, every effort
should be nade to encourage, rather than to dlscourage, innovativer
approaches to these qld problems. Many of the problems’ or1dg;ng fetal
and neonatal life center upon prematurity. Why 1s an infant born early?
How can wé heep him alive even though physiologically he may not yet be
ready for our world and to l:ve in air” And there is the very large -
problem of when do we offer him every medical advance 1n order that he
, ray suriize” Docs society by limiting experimentation 1n effect deny
these infants their right to lize” How many of the disabilities of N
the premature long thought to be inherent in being born too soon are
actually Dre\entable 1¥ only we knew more” What 1s the magnntude of
this problen 5 .
There are more Lhan 3 nillion 1infants born each year 1n thls.nat1on.
~ About one quarter million are of low birth weight, that 1s, they weigh ¢«
less than 2,500 grams or 5 1/2 peunds. “Some of these infants are true
1nnmature or premature infants and are born too soon. Others are de-
prived or suffering from infection Before birth and are born too small
and poorly developed, even though they are born at term. About one- fifth
of the low-birth-weight froup die before the end ofrthe first month of
extrauterine life. Amdng the survivors many will be afrlxcueﬁ with - ‘
disease or disab:ilities. It has becom 1ncrea51ng1y evident that’'we can
marhedly reduce the risk of both death and dlsablllty through intensive
efforts and investigation.
Some disabilities one might even say are worse than death itself.
They will be lifelong, and the child nlghz have to be institutionaligzed-
at the cost of $5,000 per year. ‘But some are truly related to the
fact that very small immature infants have failed to receive the most -
intensive and sophlst1caﬁed care required.for their normal survival, for
specialized care is still not available to all. But within the past .
fifteen years, application.of new life support systems has proven
that even immature infants .can survive and. live normal lives. Most of

.
.
.
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s the systems are new and are still being improved under researcﬁ”pro-. .o
grams directed toward perfecting intensiuve care. The’ techniques 5
applied to these infants are very much like those we offer to adults .

so they might gain a few more years after a coronary.” Only with regard ..
to the premature, it 1s their fourscore years that we are-trying to

protect. g :

These techniques include special mon1tor1ng.dcv1ces, automatic

“temperature control, respiratory ventilators, positive airway pressure

devices, special *lamps that reduce the risk of jaundice and concomitant | - .
brain damage. These intensive efforts to' save the lives of-the immature *

and to assure their normal development are thredtened by well-motivated .
but ambiguously stated legislation that would ban research on living

but nonviable fetuses. It could be claimed’ that these immatifre in- -

. fants, whom we txy to salvage, are truly previable or nonv1a61e It-is”
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true that without our dedicated help many could not survive. It is
true that hi1thout new Anowledge we CJPnpt'extenJ to ‘them the hope of

normal Tife. 1t nust be reaiized by those posing such legislation that

. “many 1mmature bables, whe would have been considered nomiable’ten years

g ago, are now rather routmely saved and are alive thanks to fetal and

neonatal research. Had restrictive legislation been passed ten 'years

. ago, these infaats mould st1ll be considered nonviable, and they would

" 1n fact be dead. . .
- Let me expand on some specific examples.” ‘More than half of the
deatfis that occur 1n the first weeh of life are due to respiratory
failure, directly related to the inability of the immature infant to
heep his lungs eapanded and to breathe arr. Thesé¢ infints have been
doomed to die not pecause of congenmital anomalies’or disabilities or
devastating infections, but because of a temporary inadequacy occurring
because-they were born tpo soon. Physicians who take care of the new-
born hav¢ devoted their clinical and research efforts to analysis of

~this problei#. Within the past ten years they have been -able to under-
stand why the premature infant was uniquely affected, and subsequently
they have been able to reduce the death rate due to respiratory dis-
tress by almost 50 percent. .

- It a8 dxfﬁlcult to trace an idea im science. Thousands of attempts

,are made 1nsmedical research. ELach success in ‘some way furthers our
ability to extend human life. The last few steps are giant onés; the

.

C. first are-often feeble-and faltering. With regard to respiratory dis-

tress, 1t might surprise some of you to know that’Mdimonides in the
" twelfth century expanded the Talmudic concepts to include early detec-
tion of, and manual resuscitation for, sudden respiratory arrest in the
newborn. That was not established practice then; it was an early re-
’ search effort to improve the viability of the prematurely born.

) Giant stgps‘have been taken through' fetal and neonatal research in

. the past few year$, much of it postdating the publicized death of the
-last son of John Kennedy. Patrick Bouvier Kennedy died, as most pre-
mature infants die, with regpiratory distress. Recent research-in-

! -volving the fetus has-enabled the.physician, as Dr. Jaffe pointed out,

//“ .. to 1dentify, the infant at risk before he is-born by examining the °

. amniotic Fluid, looking for specific phospholipids that line the lung
. "and make breathing possible. When these are not found, every effort is
‘made tg delay delivery until the lipids appear, indicating that the
“ipfant{will bé able to<cope and to breathe and to survive in air.
Some infants cannot wait to be born. To keep such infants alive,
~ . new:Means of temporarily substituting for their inadequate respiratory
effo3t5 had to be developed. These new efforts emploving sophiSticated
* & means of supplying continuous positive airway pressure have proven
' ¢ successful.. Prior 'to’1968, /3 percerit of infants with respiratory
< distress severg enough to require ventilation died. When it was shown:
that continuous pressure in the alveolus of the lung could substitute
for the infant's failure to expand his own lung, mortality in the
* -group who. require ventilgtioh has fallen dramatically. Now, even.se-
" verely affected infants have a fifty-fifty chance of survival. :
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So, from the twelfth céntury to the late twentieth, we have come
slowly to offer life to a significant number of affected infants. If
the present pace of development of sophisticated life §hppont systems
1s allowed to continue, we may be able to offer fRope of -survival to all
such distressed infants. There are indications from even more recent

ipvestigative efforts that we may not only be able to forecast, but to . .

prevent respiratory disfress by administering drugs to the fetus that
induce the development of the essential features of the lung prior to
birth. ¢ . ‘ o
These exciting efforts extend real hope of 1i1fe to the immature

and to the presently previable. These infants cannot and could not be
saved by established procedures. Effective therapy 1in the nursery .
today is, I am afraid, categorized as research, because 1t 1s all new.
Only relatively recently have pediatricians been convinced that pre-
mature infants can develop normally. Only relatively recently has .
there been an appreciation of the fact that delivery of sophisticated

" and Intensive care can not only save lives but prevent brain damage '

that so frequently 1s associated with premature birth. The realization .

that these immature infants are essentially good babies with a tempo- .

rary inability to meet the,@ha+fengef6T'T}fe-outside the womb, rather

than infants doomed to bBe abnormal, has led to a remarkable new effort

to support them during the period of adaptation. This has led to a

reappraisal of the steps in. fetal development and an effort to devélop

medns of inducing early maturation of functions or substituting for it. .,
I speak then in support of innovative means of offering life to

those presently considered nonviable, for within my ewn life as a

. physician I have seen.a remarkable change in our ability to lower the -

age of viability. 1 also speak in support of innovative efforts to
work together, as in this Forum, with other concerned members of
society to develop the best possible means of preventing abuses in
research on the fetus and newborn. The failure of present means and
present ethical concepts to meet the conceptual challenges brought on
by such rapid advances in the scientific aspects of these efforts does
not, in my mind, constitute a reason to freeze the present state &f our
scientific hnowledge. 4t should stimulate efforts to work together to
develop thé ethical framework in which to advance, while still protec-
ting the rights of the human fetus and newborn. Some, of these rights
have been defined.. Others have not. One key question bothéring all ‘of
us today and that needs to be addressed is: Who shall‘have the right. '

i

to deny the hope of life?

s

%

ELIZABETH HAY . '

A\]
[ would just like to comment on the question of the value of doing,
research on fetuses from the point of view not of the clinician, which .

L]

"has been the issue so far, but from the point of view of the biologist

and, if you will, of the woman.-




Renée Fox has referred to the fact that we are in a changing society.
Our values are changing. There 1s a need now for people to get together
. - . . ] .
in all diseiplines to discuss these problems. Not only are we changing

. our social world, but we are also-changing nature's world. Nature-at

Q
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this moment is faced with a dilemma’ in terms of her wWay of solving

,evolution and the development and progression of the species. Man now

has decided, certainly in this ceuntry and in many other countries,
that the population for many-reasons must become stahle. In this
country, 1t 1s, at this moment, stable. The average woman 1n this room
will ‘raise a family of two children. It is her right that these two
children be as normal as possible, It is also nature's,right, if the
species is to carry on, that we do what we can to ensure that the

fetuses born into this,world will. be normal. T : p
- . @ . . .
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INQUIRY AND COMMENTARY - N b

LOIS SCHIFFER:‘;fam an attorne?,aﬁ'the Center for Law and Social

Policy in washington, “ I, in fact, quite strongly agree with most
of what has been, said here- today, but would like to bring up one
more point; which I'ghinkﬁhas not been dwelled on, although it has
been aliuded fo by Dr. Jaffe. In considering fetal research, it is
very impotrtant we think, to, take into account the interest of womern,
and particularly pregnants women, in setting up any controls that
are‘going to he placed qn fetal research and any procedures for its
use. Y .

Specifically, in a number of ways this matter comes to the fore.
Fizit'of all, it really emphasizes the need to continue biomedical
reséarch on the fetus ip order to develop methods for helping the
-pregnant woman, hey nfitrition and health. And, also, it is impor-
tant that fetal research not be Iimited in any way that prevents
the motHier from partaking of therapy or treatment that will assist

s her health. For example, if a pregnant woman in the fourth month
of her pregnancy determines that she has some kind of cancer, and
only an experimental chemical will help her, there is no way-that

etal research can legally be limited pursuant to the Supreme Court
decisions to prevent her from undertaking that therapy.

We also think that fetal research must be undertaken in a way
that gives the pregnant woman as full as possible control over her
own health. Also, she should have the right to consent for herself ‘
rather than having paternal and spousal consent in any fetal re- .
search that is_ involved with pregnancy termination or experimenta-
tion that is focused on the woman's health and not the he¢alth of the
fetus. We think this is particularly important because the NIH
guidelines, which-have been mentioned, specifically give both the
father and the spouse a greater right, actually, than the fetus,

’
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ROBBINS: Whould anybody from the panel liké to comment”?

pursuant to the Supreme Court decision. This is .simply not
.permissible. .

Finally, we would say that when ethital committees and boards are
established to take 1nto account the problems of fetal research and
to decide whether a particular research should go forward, it i%s
very important that women be placed on these boards. Although men
have certainly shown themselves to be sympathetic to the problems of
wonen, there are many times when thev sxnplv cannot adequateI) repre-
sent those interests.

\LFORD: he agree,

RICHARD BEHRMAN: I have a specific question that I would be interested
in hearing the panel discuss. Is there any situation in which an
indwidual at low statistical risk Should be subjected to a sub-
stantial rish from an experiment for the probable benefit of a
larger group of which he is a part even though he or she is not
likely to get a direct benefit? In answering that, would 'you con-
sider a viable fetus as much an individual as an adult, and should
the rule be the same for experimenting on that viable fetus versus

. the nonviable fetus? I think this is one of the central issues, to
‘see what is similar and d1551nllar ameng those three groups.

BATTAGLIA: I thought I got at that.a bit, Dr. Behrman, ‘because I made
a distinction between two problems. One is working with previable
or living fetuses. Then, within that ‘category, I broke it down 1nto
research with and without risk. I said that when you enter the réalm
wHere there is risk involved, it seemed to me that you would need to
have the potential for therapeutic research.

You will notice in Dr. Jaffe's list of the beneflts of research
that they were not all research on the fetus, with .the’ single
exception of the intra-abdominal transfusions; and that vas thera-
peutic. So I think I was trying to get‘'dt that ‘issue, but perhaps

did not present it clearly. Tt : S

JAFFE: Without being able to answer that quest10n3 it is, I thlnk a“~
central and very difficult one; andsalthough I gave onky one examplé
I suspect that there are others. At our 1n§t1tut10n .and I under-"
stand recently in Boston, the relatively new techniqué of getting

» at the fetus -- the so-called fetoscopy, in which an jnstrument is
introduced that enables one to visualize the fetus in utero and get
a sample of blood from that fetus -- has been stopped bgcause of
current concerns about fetal research. That technique enabples one
potentially to diagnose sicklé ¢ells, Although I mentioned one
examplc of ‘getting at the fetus -- and if proscriptions becomé strict:
enough that may be the only one example -- theré® are I-thlnk.qther

..
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horizons to which medical investigation is directing itself. These
’ will also bear on research involving the fetus in utero and would
* lead to*benefits either to that fetus and/or to the greater number
of fetuses at which the research is almed . )
. A B
FRANZ lNGEdE?NGER: I come from Massachusetts, a state that, according
to the Washirg:zon Post this morning, is in disgrace. I want to lead
on from that and ask the panel a fairly specific question, "because
that state is facing other problems, and except for Dr. Battaglia
possibly, I have not heard any Specific commepts on them. There are
several doctors who will be tried later this summer for having given
antibiotics just preceding a planned abortion, with the purpose of
studying the fetus after 1t has been aborted to determine how much
of the antibiotic got into the fetal tissue. :

This is, accordlng to many, of the Massachusetts legislators,
research on a living fetus. 1 think, strictly speaking, it is. You
are giving antibiotics to a living fetus, even though it will be a
dead fetus in twenty-four hours. ' I would like to hear the panel
commit.themselves on this kind of research. -

* ALFORD: I think one comment that should be made concerns the mandate of
the FDA and how they function with regard to the.administration of
drugs to pregnant women: this is, they must demonstrate that if a
person is to introduce this drug it will not be harmful to the fetus.
It has been clearly shown already that there are a lot of differences
between the way almost any drug is handled by the mother and perhaps
. by the fetus, if it -is even transmitted to the fetus. 5o essentially
noghing tould really be introduced for the pregnant woman, according
to the mandate of the FDA, unless we can study both the mother and
the fetus,.because of the possible danger for one or the other in
s attempting to treat one or the other.. Therefore, I see nothing
wrong, at least phllosophlcally, with the type of research that was -

.+ being attempted in Boston. .
. JAFFE; I wonder; Dr. Ingelfinger, if we do not have to try and balance’
. . ri*'sks, too, here. Given the fetuses about which you were speaking --
those that weye destined for abortion -- if one is attemptlng“to use
. rantlblotlcs in those fetuses not destinéd for abortion, might it be

better to study the effects of antibiotics in the fetus to be
abortd than to risk that study in fetuses that will not be?
I think thesc are very difficult and not easily solved questions.
* .»1 think that the Forum members have probably addressed the questions
~that we have addressed through the eyes of our background and our
information, that is, from a2 medical background. Perhaps it’wds
. one-$ided from that point of view. 1 think those who have back-
oo ground and experience in dealing with ethical issues, in addition
to. physicians, must also have their input into this whole process.
. I am sure that Dr. Fox and her colleagues can make very meaningful
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/ . inputs iato this. I thinkh that in concert, perhaps, we can arrive
: . ; at the guidelines for ethically based decisions on the fetus.
‘In a recent editorial a question was posed by Dr. Mary Ellen
* ° Avery, Professor‘of Pediatrics at Harvard, for which I do not know
Lt the answer. If a physician and a patient make a contract for an
: abortion -- and I think indeed that this should be an issue that is
between the physician and the patient -- if the patient requests an
-abortion and the physician agrees to this abortion, and if that ’
abortus is then larger than it was thought to be and so fulfills the
criteria for viability, who makeg the decision as to what to do
' . ' with that fetus? It was not the wish of the mother for that fetus .
’ to be allowed to be viable. The physician is in a dilemma, and
would really welcome help in makirg that decision. I do not know
the answer,

.

ROBBINS: Dr. Brown, do you want to make a comment on this?

' . BROWN: I will avoid the last comment. I do not think anybody is pre-

pared to answer. But with regard to Dr. Ingelfinger's question, .

. there is another side that I have not heard and one in which I am
interested as a‘'mother. -

I was interested in the concept that some girls seeking abortion
had welcomed the opportunity to have meaningful research done rather
than simply to lose an infant. Are we denying women some satisfac-

/ tion, some contribution to society, if we should deny all research
) on abortuses or on_those destined to be aborted? I would love to
hear some of the wamen, comment on that.

ALEXANDER CAPRON: I am from the University of Pennsylvania Law School.
I have now three comments, very briefly, on the remark Dr. Ingelfinger
Just made. . : ‘

The interesting-thing, it seems to hme, about the Massachusetts
case is that the cooperative arrangement that Br. Jaffe presuﬁposed
between the women and, the doctors, seems to have been absent and
seems,,in the case of the indictments there, to really have been the
stumbling block, betause at the time that that research went on,
the Massachusetts statute on fetal research had not been passed, and
no doctors had been charged with grave robbing. .

. If they had had the -consent -- I don't mean to comment on the

- facts, for [.am not aware of them beyond what appears in the press --

** the Uniform Anatomical Gift Act allows the parents, in this case,
to permit research on or the study of the dead fetuses to see if the
erythromycin had passed, indeced, into them and where it was located
in the body. So, had ir been a cooperative arrangement between
the maternal subjects®and the doctors, that the research would have
permitted that autopsy in that study, there probably would not be

* a ‘basis for indictment, as far as I can. see. ) !

I wanted to raise a question for Dr. Battaglia and Dr, Jaffe,
who used this concept of viability. It is a'very attractive idea

A
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for distinguishing between groups of fetal subjects. .In part, as .

Ms. Schiffer mentioned, the Supreme Court has used that as a bright

lifie separating those women who can have abortions and-those who . # ?

only can have them with very grave restrictions. I wonder, however, Py

.why we are going to use viability and if we are clear about why we

think viability is a useful concept in the case of fetal resefirch, N .
One thing that viability does is to tell us those fetuses that® . ’

are in need of intensive care and have a good chance for survival,

and as to whom we would be very reluctant to conduct research, in,

the sense of nonbeneficial research -- research that is not intended

to help them, because of the fear that that would interfere with 7

any ability to, in fact, live, although they are called viable. °
There are other concepts which relate to the respéct that ¥ due

' a subject, and I am not sure that viability will necessarif¥ be the

bright line that separates those groups. It may'be -- and L would .

like to have the physicians on the panel comment on:thi®™ -- it may

be that one of the things that we are concerned with is-the sub- : .

ject's, in this case the fetus', ability” in neurgfogical terms to

experience pain. It might be, as I understa®d it, that development

occurs long prior to viability, but it is a cgncept which is not”/

that well understood as to what we mean by p&in at’that point, or .

sensation, or anything. like this, abpove ghe level’ of spinal reflexes. ¢
Is this a concept which has to come into our definition? If we

are concerned in all of the regulation of experimentation with

uy

preventing suffering and .giving the agtribute§ of dignity to human _ ° .
beings, is viability going to be the dividing line, ‘or do we have '
to look to other factors? 8 .

JAFFE: I am not sure why, in your questiening, yqu;direct it only to
physicians. [ should like to turn.the¢ questidn around and ask you,
from your perspective and from a legal perspective, perhaps, -or from
an ethical perspective, what do yoy regard as the proper criteria
for which these distinctjons should be ggde? S -

. ) ,
CAPRON: My question, I think, has already suggested that I do see the /

protection from suffering and the protection ofw individuals against

things that are inconsistent with human dignity -- that is to say,

types of research that we would not want to copduct on a living s /
human being -- as being two things with which we are very concerned -,

: and which, I think, lie behind the last ten year's development of . .,
guidelines from the government and increasing ethical discussions ; . \
such as this one. w . ) . ’

I would suggest that, if you, as physicians, can supply the data,
‘then ‘there would be a basis for djiscussion. The data relates to
the neurological development of the fetus. Is there a point prior: -
to viability, at which you would say that, for purposes of sensation,
pain, and the ‘like, we are dealing with something other than-simply
a slightly differentiated mass of cells? |

Q . ' "‘. o,
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‘ ¢ 1 umnot sure that ®hat will answer the guestion. 1 am not
. trying to say that, 1f the answer 1s yes, then, absoluzelv, We - .

should recommend no research. But 3] think that thi< is the hind of
) _ datum otifer than that about \viab1lity which should enter into any

. t_J“r/;i'ra..mg of guidelines. ) . . ¥
. . ~ ‘
CALTORD: s | understand the <tate of the art, 1t would be almost 4m- ‘

wo~<1blc to tell sou no® what the neurological development 1s of the
€tus when we even are having some trouble measuring a newborn baby
at Lh1~ stage.  Our machines that measure electrical actl\xt\ really .
cannot be hlaced on the head of a very amall fetus and 21v’e us any
concept. [f research continues, perhan< ‘these can be answered for -
us 1 tine. But, at this point 1a tine, perhans th¥re really isn't
any answer tossome of those questions. .

Y

. HAYS: 1 think 1t ought to be n01nted out that the réesearch we, are
- . talkihg about here doesn't really 1hvolve infliction of pain on
the viable or nonviable fetus. The 1dea of doing sonothlng that s
would beaY risk is the reason for not using the viable fetus in any
hind.Qf procedure. 1 don't think anyone on. this papel would contem- L
plate any experiment 1molving pdln or grotesque or other nanlpula-
tion of a fetus.
" I would like, ~then, to pephaps bring this point.up for d15cussxon.
[t was raised thxs‘mornlng, and judging from the respoftse of the
- audience, Yt 1s one thft is on the minds of many individuals in the
audience: that 1s, to what ¢xtent are these horror stories true?
lo what extent has the devastating and 1nhumane rescarch been done
on fezuses 1 this countr? Does anvone have the answer to that? “
AN ) . Msn't this a question that is somchow'at the basis of a groat deal T
'of the problemsgthat we are hgving here? 7 . .

- ROBBINS: The -only study that -l know that isarelated to ¢his and that
is at all systematic is one belng\conductod for the Commission, .

) ‘ . which w11l have, a} I understand it), a pretty good cataloghe of" -
what 1s g01ng on and hhat has ‘been going on. I think tlie research
that aroused a great eal of concern was research directed at under-

» .. . standing sthe capacity of the brain of the fetus to metabolize
. sugar, to use sugar as an energy source, in comparison to what ‘
i°\\; happens in the older inditvidual. This involved cannulgting the nech
A ‘. _vessels andy esséntially, profusing the brain. This was done in . N

. small, previable fetuses. There would be no way that I know of to
, answér'your question, Mr. Capron, as ;o whether or not that fetus,
in fact, experienced pain.
: This is the kind of thing that does’ sound like a horror story.
' The investigators who were involved 19,thoso expérlmonte w1th

% §hall fetuses where there is no evidence of electrical act1v1ty in

the brain that has been detected, felt that the likelihood of any * ,
- sensation of pain was so remote that 1t wasn't necessary to consider.

»
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\ow, the fact of the matter 1s, I don't think you can s2y that se-
curely. [t 1s probable, but 1t isn't absolute.
RENEE FOX: Might I make a comment 1n response to ‘Mr.’ Capron's question.
This may be taking libertiea with the preoccupations of the physi-
,Clans on the platform, but’-- .
ROBBINS: well, you just go right ahead and take those liberties. »?
. FOx: But I sense that they are concerned to better understand what it
. 15 that they are hornxng with in various stages of development of
the fetus. T
b The words that we have are 1nadeauane.. But the incipient or
- potential personhood of this developing creature, the actual person-
‘hood of this individual in becoming, and many things that are .
paradoxically mot quite so biological as the question you, as’a non-
biologist, have asked, led mevto muse a bit about whether, in the
end, even if we do have all the biological information we ideally
would need, 1f your question could be answWered. Would that be ade-
quate to allow us to grapple better than we are at the moment with
. the question of this continuum of life that the fetus represents,
and to determine at whaf point personhood asserts itself?
1 think the factors there are nqt purely biological, although a
better biologi¢al understanding can help us with some dlmen51ons of
T that problem. Lawyers and sociologists.and people who are non-
biological are permitted more freely’fb use the kinds of words that
. I am using than the physicians on thi’s platform. But I am assuming
that that is 3hat they are really concerned about, although they
are using biomedical language to cover it. ‘

ALFORD: ke think patients are all persons. * - .

WILLIAY CURRAN: I am from Harvard University and, like Franz Ingelfinger,
I come from Massachusetts. .Ne have some rather serious problems
related directly to this area.

I.am not really sure that any of you has discussed consent. In
many of these cases, the concept of consent is involved. It is also
involved because of the fact that it is said that the Supremé Court,
in those decisions that Renée Fox mentioned, indicates that the

. fetus, prior to viabilgty, is not a person.
Those two things are connected. .[That is, the issue o£ consent is

. raised, not on research that 1s beneficial, which Dr. Brown discussed,
/Uf‘ -~ but in resear¢h that is.said not to be directly beneficial to the
’ fetus. Can the mother consent for such research? I1f she canmot,
who can? If we need this research, what kind of institutional
determipation can we .suggest for providin® that protection?

Secondly, if we acccpt the idea that the Supreme Court indicated .

. that, for the puzhose of protection, in redation to abortion, the -
fetus is not a person prior to v1ab111ty, again, what are we talking
about? ) . - .
. J . ) . . ..
: ~ > . “e
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: How do we protect 1t” What 1dentification do we give 1t? Much of
the fear 1s that 1t 1s neither prdtectable nor, perhaps, even
studyable.

Lastly, again, as the case in Massachusetts 1n which we now have
had 2 homocide finding by a jury, we have the relationship betﬁgen
this subject and abortions. The statute passed 1n Massachusetts has
tw0 d1fferent areas of barring of fetal research, ‘not only in regard
tQ research imolving the fetus 1n utero, but in the use of tissue
on which at least one of you indicated vou thought there were no
ethical i1ssues.,

This statute bars research on a fetus for which Lhere 1s a planned
aporrion. The position of the group that supported that did so on
the basis of saying the mother, in such a situation, does not have

.the interest of the’fetus as her main concern, and, therefore, her
consent algne 1s not adequate. This 1s quite, you see, contrary

to the point you made that the mother who, perhaps, is going to have

an abortion and says, "Well, certainly, there should be some use

¢ here. 1 should be able to consent to procedures, even, perhaps,

.- danaglng procedures, becausﬁ after all T am going to have an abortion

.. anyway. Those who advolated thi's statute said that is qu1te im-
- proper, that there should be someone to protect that fetus because

. ’ of the fact that there is a planned abortion.

Secondly, in 1t being a planned abortion, and in the other

gategery of the use of tissues,” it is alleged, again by this group,

that encouragement of research in these areas uill'so,encourage
abortions. The statute bars contact-with the woman prior to the
time that she 1s going to have an abortion offering her, for exampie,
free medical services in a particular institution as long as.she

* gives them the fetus for purposes of research.

It seems to me that this means that we are intertwining here
1ssues of consent, issugs of who protects both the viable and the
nonvikible fetus, and that we clearly need, according to the research
you have indicated, to be concerned with the nonviable as well as the

" viable fetus and these interrelated questions of abortion. It seems,

to me that the cadse of Dr. Edelin certainly raises the question. It
1s now, certainly, a matter of very grave concern to him whether or.
not, when a physician has full and proper consent from the woman

for an abortion, he is doing a perfectly legal aWortion. . And yet, o
depending on what happens to the fetus, dé ng on what happens to
his care of the fetus outside the womb, there may be an additibnal,
completely independent respon51b111ty for which even a homoc1de may

e lie. . * .

: One of you spoke of the physicran to the fetus. .I am ndt sure
whether you meant a pediatrician or an obstetrician or someone new.

. It is certainly mrot tetribly cléar that the physician who cares €or
the woman is not primarily concérned with the woman. Perhaps it is
concern with the fetus when, as you say, the reséarch or the therapy '
ig-related to saving that fetus. But if we divorce it from‘this, if
we put it in the category of research, it seems o me that these

.
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1ssues of consent, these issues of orotectxv“, have not really been ~

adequately dxscussed . -
JAFFE: The issye of informed consent :n pregnancy is an extremely com-' s
Dlex one;, and one ®o which I don t feql that } should address m)sel’
P “1n toto; for that, we do need tije 'ontrxbut?ons of paople other than .
y physicians. I thlnk at ;east n 2 national scale, that whether or . .
" not an abortion 1s permissable has been decided, 1n the courts. It .
1s extremely 1mportants that the 1nd111dua¥“perform1ng research on L )
the fetus be i1n no way i1nvolved iy the decision for an abortion on
s that fetus. These twg-should be diverced so that there are no LN

1qp11catxons that the 1mestigator, irf any way, 1nfluenced the per-
mission oY nonpermission for an abortion to bé performed. 1 do

thxnk however, 1f an abortion has been.an acconplxshed fact, that . =+
as a physician I would much préfer some use- bging pade of that
" aborted material than- no use being made of it. - . : .
. ™ . " . . *
. A

BATTAGLIA: I would lxke t0 beg1n by assuming that we are talking about o,

a living organism, whether ut 1s &n abogtus or fetus and ho;'1{v1ng” LT -

material from a dead organism. So, I come back to the Biotogic .
state that -- . ) ’ L

. .
¢ . T ‘ L]

v
ROBBINS: Unfortunately, however® this luxur\ is MOt toeallv allowed to LT

O
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.you by what is happening. ; . .

.
! * - . ..

BATTAGLIA: Well, if I might pursue this for just a minute. I am missing .

how it is not allowed. But if we take the exgmple in which it ig a .

spontaneous dbortion, and the abortus happens to be viable, whatever

tern we should use for iz, ‘then we would have an example in whjch ' .

* I don't think we would have any confusion about the fact that life | o .
support Systems, described by Dr. Brown, should be applied by some. - * T
physician. - .ol

So part of the confusion that {s conlng in is, was'it an electlv '] .
or a spontaneous abortion, ‘and vho is giving donsent? In my talk,
I was using the distinction of viability to ule gu1de11nes beyond
which it is unequivocal that you would treat, tHat living organISm
as a newborn infant. I wasn't using. the definition of vLablllty to

say, "If it is prevlabie and living,.anything goes,” by any mieans, .
and I did not use that discussion in what research I thbught was )
approprlate. . O .

ROBBINS: Does that even remotel wer_anyghing, Dr. CuYran? 2 . g

developéd’ Yes, there yg thlng called perxnatology that we arg R
‘ hoping to create. Rxgni'nﬁw 1tacones off the pedidtric base probably N
more than the*obstetricgdl imse because of our working with newborn 1
babies 1n the past. Thts is a very, very new field, It "has not been . .
defzned as to 1ts crlterla, but I can assure you that most people in . 7,

8y _ N\
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| Tt Tiris-area feel very ~trongly that the fetus 1s, i1ndeed, a patient.
% The definition of life 1s something entirely different than that.
. The sccond thing that you alluded to was that the Edelin case
was 1n some way connected fo the research. | was unaware that that
pas the 1ssue. 1 believe the 1ssue in this case was manslaughter, ‘
and 1t did nét 1molve the research aspect, which 1s a second case
., entirely on robbing the grave 1n 1880 laa.

’ CURRAN: 1 was referring tc the others.

. .
ALBERT MORACIEWSKI: My Temaris were already anticipated in part by
5 Professor Curran, so | won't repeat them except to Pick up one point
and anplify a little bit. In mentioning the fact that the Supreme
: Court had decided that the fetus up to a:certain Stage is not a

. person, | think a distinction here night be helpful: that is, the b
. difference between a legal person andfan ontelogical or-ethical .
- person.

i 1 think there 1s part of a larger [distinction between ethical
- concerns and legal concerns, and these two keep intertwining even
’ though they are different. I think 1n our analysis of personhood,
! «hich 1s critical in the riotion of fetus, if this double concept
would be clarified 1t might help in our discussions.
f1nallyy who 1s going to give consent for-and rightfully give
consent for the fetus 1M this type of research? I would propvse and
I would support the 1déa, at least at this point, that it is an
_analogous situation to an infant. Who can give consent for an
infant when the procedure is not going to be of benefit to that..
chi1ld, but rather‘to the class or to society at largea The same.’
principle that is applicable there, I fecl, should be applicable to
»  fetal research.

v
.

KDBBINS: You mean, you arg golng to answer one insoluble,p}oblem with
another.

v
¢ -

BARBARA SYSKA: I am from Maryland Right ‘to Life, apd I want to raise .
+ an ethical problem concerning the mother-of the fetls. Suppase
she wants to let this fetus be used for experimental purposes, arid
. she agrees-to an abortion. Accordlng to the Nuremberg Code, Item 9,
which we usually use for adult experimental subjects, we are always

: subject to withdrawal from the experiment, whatever is the redson, ‘
whether the consent was not really informed or whether..something. .
' “changed. . . .

Between the time somethxng was done to the fetus and the abortion,
there is a time lag that gives an opportunity for the woman_to change
A her mind and, according to what we usually say, the subJect has the

> right to withdraw from the.cxperiment. We know so little about N
fetuses that we cannot assume that whatever the relatjon is, there
’ .18 a hlgh risk of either physical ,or mental dlsablllty if that fetus
would be allowed to live. . »

. . ., . ' -4
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Supposing the mother changei’t her mind, and she has a baby some-"~
how not normal completely, either physically or mentally, someone
who can live for seventy or eighty years? Of course, there is a—
legal problem of who would take care of that abnormal person, and
also who will be responsible for the damage done. But I am coming
back to the ethical problem. That woman has the right to change
her mind, but once she changes her mind and she doesn't want to have
an abortion any longer, she doesn't present that fetus for further
research. She has the problem right now of normal life for that
baby or the death of the baby.

Now, any doctor would say 1n that case she should really have an
abortion. Suppose she changes her mind once more? We know that
about 10 percent of the women have a very psychological sequel to
the abortion, and that one group at high risk are those who have
abortions for medical reasons. This would.be a2 woman under high
risk.’ So if we allow a woman to agree to any research so_that she
will have an abortion afterwards, we are taking away one of the
rights, the right to withdraw from the experiment, because she
either has an impossible choice, or -- .

ROBBINS: [ think the mes<age has gotten through very clearly to the
panel. »

.
.

~ “JAFFE: I think this 1s a very difficult question, one that the Peel
."~4§?wnr5310ﬂ,has aiready dealt with in Great Britain, and one that I

suspect the current Commission in the United States is also dealing
with. What do we do in the event that a woman changes her mind
regarding an abortion?

The Peel Report states that, because of this concern, no investi-
gation can be done 1n anticipationsof an abortion. Therefore, only °

* investigation is permltted once the abortion has been accomplished.

This raises problems vis-a-vis very important areas that need to be
tackled prior to delivery, but it 1s one solutlon to that ethical
dilemma. '

and currently connected with the Yale
ine. My question is directed to you,

JACK HOGHES: I am a physicia
University School of Medi
‘Robbins.
So far we have had arade of speakers, the overwhelming majority
* of whom have beew fairly highly placed in the bjomedical establish-
ment, if you will. Not surprisingly, their comments have 4ll been
im defense of the conduct of the current biomedical research. It
disturbs me somewhat that the challenges have to come from the floor.
This meeting was advertised as a forum, and not as .2 defense of bio-
medical research as it is presently condusited. Wouldn't it be
possible td have some of the adversaries 4n the podium to give pre-
sentations along with the people who are defending the current
biomedical research? .

83

. - A Je——




86 ‘ ..

., .

ROBBINS: Yes, indeed.” "Actually, as a'matter of fact, that was our

original intent. It dan't work out quite that "Jay. ) ‘o,
GEORGE HILL: I am what 1s ealled an ingérested citizen.t . o,
ROBBINS: e welcome you, sir. . ' A v
HILL: Thanik you very much. I feel I have been somewhat 1uck) to be .

able to sit here in this discussion. It seems to me_that one of the L
1ssues that has been avoided from the beginning concerns the fluid,
placenta, and the tissues of a fetus whether viable dr.not. Is 1t
true that a new 1ndustry 1s being developed around them because of
their 1mmense importance 1n chemical and biological developnents for
pharmaceuticals? i =,
: My second question is: Why not give the woman “who has an abortion .
or has a nonviable fetus the property rights to that? Those property
rights should be paid for by the hospital or by those pharmaceutical
houses that are going to use the fetus for experimental purposes.
This would solve the very interesting problem as to whether the -

. . fetus belongs to the womay ‘and ,should be paid for by those who .
. exploit it for whatever nurposes,ilncludxng patent rights and |
‘ whatever.

I introduce these difficultiessto show that even the physicians
and the theodogians are not quite prepared to grasp the very impor-
‘tant ingredient of our society -- private property. Is a fetus
‘private property? Is it salable? Under what conditions? Perhaps,
‘ the Supreme Court will discuss that. I might say that one of the
important ingredients’ in solving this problem is to place either a -
physician or a scientist on the next vacancy of the Supreme Court.

. ) . That would certainly solve the situation.
. 3

ROBBINS: I am afraid that might really foul things up.' )

\ Lo . h .
JAFFE: I could very briefly address thefirst ﬁ%rt,of your question; I
don't think J haye the legal or ethicist background to discuss the
second. There are valid uses to be made of placentas, not just from <
o aborted fetuses, but from all placentas, including those from women
1n term after a living baby is delivered. Hormones, blood clotting
factors, and other valuable material for medical practice can be
derived from them. _And, indeed, there have been commercial uses made
of thes€¢, just as there are commercial sales of antibiotics. Per- . .

‘ sonally, I don't feel that this is inappropriate. .
. ROBBINS: As far as | know, except for the fact that some cells derived ..
from fetal.tissue have been established in tissue culture and main-
. . taiped to grow viruses for vaccine purposes, fetal tissues, in
© . ' themselves, have never had a market. -
. * I' -
: - . o8 - L
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FO\ If ! oould maNe one othen comment. In listening evem to #ie most

né&est and the least. arrogant of us, I think.we keep saying that we

can answer only this part of a question, or that.it lies outside of

our competénce. All of us are disclaiming to have the range of compe-

tencies, even when we are put together, that would mdke us collec- ~

tx\el\ .the udtimate arbiters of the questions that are being posed *
this Forum.

I come back to the Supreme Court, because sociologically speaking
this 1s the body 1n our land that, i1n a nation under laws rather than.
under men, normally would be considered to be the supreme Broup to
speak for the collectivity on 1ssues that are at once legally and

8 morally relevant. Yet a number of the comments we have made today
suggest -- and this 1s not out of disrespect to the Supreme Court
of our land -- that we are into an area where we can't separate out
a constellation of 1sspes. If that case of Roe vs. Wade should have’
to be tried again and go all-the way up to the top of the court
system and our judges would have to sit again on those considerations,
the next decision, for example, would have as many .loopholes, would
have as many questions about personhood and when it begins.
1 suppose a social scientist should be able to give the magical
answer to this. But do we have current organizations and mechanisms .
available to us in our society for the arbitration of complex
. questions of this-kind -- I refer not to just special groups, but to
of us -- and adequate to deal with these questions at.hand? I °
think we are suggesting that maybe not. I don't know whether this
. is the group to get involved in making a new social invention, but -
- I am sort of confronted with'that problen.

“”

. ’

JOSEPH BELLANTI: I am a physician ‘and a professor at Georgetown Univer-

sity, and I would like to say a word in behalf of fetal research. '
As a Catholic and as a professor at a~Catholic institution, I can
handle both the>problem of fetal research as well as the convictions .
.of my religion. Any discussion of fetal research inextricably is.
wound and tied together with the problem of abortion. I thihk we -
have to separate those two 1ssues. Clear]y, one's belief about

: abortion is one thing, and one's belief about fetal research is,

another. ’

I am a proponent of fetal research provided that it preserves the
dignity and the waorth of humans. [ have participated in fetal re-
search within the bounds of my convictions. I have obtained phymlc
tissue from fetuses and recorfstituted children suffering from immune
deficiency. "In a sense, we have saved the lives of others. The
problems related to abortion are scparate. In confusing the “two,

I think we do the cause of fetal research a disservice. J would,
juiﬁ likelto make that point~very ctlear. o

KENNETH GOETZ: I am Directofﬁof Experimental Medicine at St. Luke's
Hospital, Kansas City. Although I am a licensed physician, I* con-
sider myself, primarily, a scientific biologist. I am also a former
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fetus. I would agree 1in some cases that abortion and fetal research
can be separated. However, 1f the fetal research implies the death
of the fetus, I think that you dre talking about the same thi

Now, I have'struggled with this question for several yearsn!;d
the thing that bothers me mostly, as a bioclogist, 1s when I look at
1t statistically. 1 look at each of us here having a life cvcle,
which starts from the day of conceptron with forty-six specific
ch\romoéoraes that make‘; unique 1n that sense. It secems to me that,
therefore, the bright line we talked about a short time ago seems to
be very out of focus and very hazy. What is the difference between
one weeh and the next in utero? I confess that I cannot see it.
When a fetus 1s something like six weeks old, the statistical *prob-
ability of 1ts be1ng born, unless we as medical scientists do some-
thing about 1t, ['s perhaps 90 percent. The obstetricians ahd
embryologists can correct me on that. “The problem we have to think
about is that, statistically, vou are going to chop off a life cycle
very early; perhaps euthanasxa, at the cfher end of the cyclg, in
some ways would be less unpalatable.

¢

MURIEL NELLIS: I am a special consuitant to the United Methodist Geperal

helfare Board, specifically. the Office of Drugs and Alcohol, with
particular emphasis, in recent years, on women and health. ~ *

There has been ‘reference to the physician tb Lhe fetus, and
Dr. Brown was pleused to_note in her opening remarks that flnally —
resedrchers, pedvatr1c1ans, ard obstetricians seem to be coming“
together in common cause. I think that, in order to bring that full
cycle, we ought to go back to square one. I have heard no comment
or concern here, nor any sense of assumed responsibility on the part
of any of those disciplines, with respect to: the carrier of *the

_ fetus and maternal health, such regulatory agencies' behayior as the
FDA 1n regard to oral contraceptives and additional hormones'ipto
the prescriptions for women, the myriad of those hormones in our
food chain, or the possible conscquences of taking a cumulative look®
by way of research rather than continuing on this patH of isolated
tndividual examination of toleragce levels of one drug or another.
The possibility that fetuses and women are contaminated with govern-
ment approval is an abhorrent notion, but nongtheless, it seems to
me, a very real possibility right mow. As you are concerned with
the health of women and the ultimate health of their progeny, per-
haps one ought to start examining what we are doing or not doing by
way of new levels of tolerance level management and research with
regpect to the hormones that we are ingesting and being presgzlbed
as well as Red Dye 2 and all of those things either taken.sequen-
t%;lly or simultaneously. ;

I will pose one questlon. Does anyone here kpow of a single
prece of basic research whose purpose is intended to determine, in
afidition to cattle, whether in women there are residues after any
period of time of ingestion either through the food chain or through
prescriptions of any of these known carcinogenic chemicals?

s
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JAFFE: That type of 1investigation, of course, would be proscribed at

. present 1n the pregnant woman. In the nonpregnant individual there
are attempts made to assess how much of a given hormone is cleared
of the body; how much of®it is metabolized and broken down toei
active hormones, and how much of it is retained:
» YOu are posing a very big problem, which, unfortunately, can
only be gotten at a piece at a t1me Yes, there are investigations
designed to look at how hormones ‘work, what thev may be doing that
is beneficial, and what they may be doing that is harmful. There
is no big sweeping study, which would utilize millions and millions
of dollars, that I am aware of to attack the whole problem at once.

ROBBINS: I might say that you are proposing an extraordinarily difficult
experimental problem.

DORIS HAIRE: First of all, I would like to say that diethylstilbestrol

is still being administered to women who choose not to breast-feed.

I was in a hospital not too long ago where I saw it being used.

My major concern, today, is that so much has been expounded over
the condition of the fetus that will be destroyed. I would like to
bring up the fact that virtually pone of the drugs presently given
to pregnant, parturient women have ever been established as safe in
regard to their long-term effects on the child. We have one in
every thirty-three children today being diagnosed as retarded, and
one in every seventeen as having some form of significant learning
dysfunction. None of these drugs presently being used, and presently
being used in research, have ever been proven safe for the unborn
child. I think we are missing the boat.

o : : Y2 : o
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WILLIAM SMITHZ,, % .
- 3
Thére hasn't been much controvérsy in these proceedings so far, and I
: don't think tHere has been very much serious discussion of ethical
' issues involved 1n medical research. The last panel was in total agree-
+ " 7 ment.about everything that the)y were willing to discuss or give answers s
to. There was no reluctance at all this forning to keeping the federal
‘. © , ‘government out of the researc@ business. TheYe has been a lot of
q ,reluctance this afternoom, so far,4to d1sqgs§51nformed consent and
ethical issues and the other things that I think this Forum is supposed
» to be about. oo ;o * . a
What we have tried to do i5 put t¢gether the folléwing case that-we
hopé will change the level of disfussion.and open up some debate.
£k o, g « @

‘Hypothetical Gase .~ ' v g
.o . L I : ‘8

. Haym's Syndrome is a disease of  the.joint5 that begins in early
. . *, childhood and becomes p;ogreg@%belygmore,debilitaggngéghrough early
adulthood, severely impairing joint function 'in aBout half the cases.
The death rat& among Haym's Syndromeﬂigﬁms; is about l0vwpercent
- ~  before.age eighteen,. increasing throughout adul®hiood to about 40 per-
cent by age forty. - “ T '
. " All groups within the Amerfican population are at equal risk for

this disease. e : L :

There is a conventional treatment that may brg?g symptgg relief,

~w

. »

‘wbut there is no known cure. . ‘
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Several competent investigators concluded after six months of
animal studies that a new drug, NAS-18, if administered continuously
in high dosages could well arrest the progress of the disease.

Their antimal trials,.however, have alsd indicated several dis-
comforting although not serious side effects,-including dlarrhea and
insomnia.

The investigators decided on a two-year trial at their Haym's
Syndrome Clinic at University Hospital. In their NIH grant applica-
tion the trial was stated to have the dual purpose of measuring the
toxicity and the beneficial effects of NAS-18 and weighing them
against each other. ¥ .

Forty potential subjects were selected. Thirty were outpatients
at the Haym's Syndrome Clinic., Of these thxrty, ten were children
ranging in age from five to seventeen. *

One of the investigators was the staff physician at the local
juvenile training,school.  Ten adolescents age ten to fifteen at the
school had Haym's Syndrome and were therefore selected as the remain-

ing subjects. ’ .

At their nexXt clinic visit, each of the thirty outpatients --
twenty adults_and a parent of each of the ten child subjects -- was
asked to participate in the research project. One of the investiga-
tors carefully explained the following to each person: Y

A

-- That NAS-18 was a new d ug that had shown promising
results in previous tests. ‘It might possibly be a major
breakthrough in the campaign against Haym's Syndrome, and
it might lessen the Subject's pain. No one, however, could
be sure of this until further research was undertaken. °
-- That the procedure simply involved taking pills op a
regular basis and that their progress would be carefully
monitored.
-7 That previous research had indicated some chance of
developing the known side effects described earlier but
“that ,there could be other, unknown side effects.
The, patients and ‘the parents of the chilh subjects were then given
a chance to ask questions and asked to sign the standard consent form
used by University Hospital. [Fhat form follows the statement of
the tase.], .
.Parental consent was obtained for all but three of the ten train-
ing school subjects whose parents could not be located. The school's
chief administrator's consent also was obtained. The subjects then
met as a group with the investigator and were told that they were
being asked to participate in A drig test that had been approved by
the adm1n1strator, They were given the same information as the
clinic patients, bt they were.not asked to sign-a consent form.
They were told that they could withdraw from the experiment at any
time. ‘ .
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2 The research procaedeg atcordxng to desxgn. Had¥ theradults ‘and

“half the chlldren uéﬂ% given \ASL18 the sther half a‘pladebo s ,‘.ég .

Dosages for a%} sub;etts were anreased per10¢1c@ll» durxngiehe £zTSL
year of the researchy - IS
Many ‘of£fhe subfects segfied to ben%flt suggtant1allv from the PR
adm1n15trat1on ef NAS-18 -- espegrally the children whose disecase ~ .
’ had not progressed te its most debllygatlng stages AlL suchcts -
on NAS-~18'exgdricnced less pain, ’
Hywevery at a dosage wherﬁ‘\AS 18 aypéﬁ}éd to s‘ow :he progress
of the dtseasé¢, five subqegts de»cloped .peripheral neuropatﬁy, three
so severe they had troubie walking! The- 1vestigators took all five
SubJCCtS off NAS- 18 .and reduced thc dosage admlnxsterOd to the other
fifteen. o ¥

R Neither the remaining {;fteen \AS 18 subJectérnor the fwenty -—

. of NAS-18 had first been tested on adults, especially” sipce thq?pxpcrl-
i

control §ub3ects were informed-of the. neuropathy / Four mopths later
five more subjects deveioped per;pheral neuropathy They then were

taken off the drug. .
Near the end of the trial, many of the subJects whosgp} ptoms
" had been most relieved told ‘the investigators they wanted To continue

AS 18 treatments. ’ixpec£1ng an, aff1rmat1yc,responsc,ltﬁey were . , P4

Surpr:ssd and disappointed when told that further .trials here,neyes- .
sary before NAS-18 could be approved as accepted ‘tredtment fof Hayn's ¢
Syndrome and that théyicould ndf continue on the drugyaftaf the end ’
of the two-year trial. e )
At thé condlufion of the experiment, all pat&ents wére taken off ’
NAS-18, told that f&rther rescarch would be undertakc;;%ut nop at %{
University tospital, and thank¢d for their cooperatio and help in
finding.what appeared to be d p?om151ng therapy ﬁ%% Htaym's Syndrome.”
Sixrpatients who continued to show abnormal ‘herve conduction and |
signs of perxpheral neuropathy continued theLr visits to the CIE?IC
4
We have Lhosen this hvpothetdcal case bcgausc it ra1ses;sertou€ and
debatable issucs. . Thi§ experiment should never hayc been dpproved by
the Unlversxty s Resedrgh Review Committec or funded ‘by the National 5
Institutes of Heaith. The researchers gaye children a drug that wag
never before tested on humans. There was no neced .for this, and no
Ju%tlfxcdtxon thldréh shoyld.not have been used until the toxicit

&

"ment could, at best, have benefijted the suqucti ohfy temporar Even
_captive: cthgren were used, and used purcly, fof” the convenience of the
1nvestigaters. Instltutlongllzgd thldreﬁazhould not have been placed
at risk when other subjects were available. P

Three children wére used without the consent of even thexr parents.
Ne” child, at lecast one of whose natural or adoptive parents were not

I 7
avaxlablc to give informed consent, should bé the subject of a non-
thcrapeutlc experiment. —None of thé?chyidren wefe themselves asked to
consent. | submxx that no chlyﬂ over seven should be placed at risk in
a nontherapeutlc expér:ment without his or. her daproval

y . ?
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UNIVERSITY HOSPITAL ’

Program of Clinical Investigation

PATIENT'S CONSENT

I , understand that the
physicians at University Hospital are engaged in diagnosis and
treatment of diseases, research on the nature of diseases and
investigation of methods of diagnosis and treatment. [ have %
been informed of the nature of the program of clinical investi-
gation and procedures ‘that is/are briefly described as:

ADMINISTRATION OF NAS-18 .FOR HAYM'S SY\DROME

My physician has explalned to me the procedures to be followed,
identifying those that are experimental. He has also descrlbed
the possible discomforts and risks as well as the benefits to be
expected. I have been informed goncerning the availability of
appropriate zlternative procedures that might besadvantageous
for me. i - -

I have had the opportunlty to ask questions concerning the

procedures. I .further understand that I am free to withdraw

my consent and disgontinue part1c1pat10n in the study at any °

time.
I hereby voluntarily consent to participate in this study
and voluntarily consent that treatment and diagnostic pro-
cedures 3s described above may be performed on me.

3

(Signatuye of patient or legal guardian) (Date)

{(Witness) Cannot be the Physician

¢ ‘

NOTE: If there is anything that you do not understand about
this explanation, ask the doctor for further information.

PHYSICIAN'S STATEMENT

I have offered an opportunity for further explanation of this

-

: procedure to the individual whose signature appears above.
) .

’
.

(Signature)

7 .
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In this experinent borh children and adults were misused. True 1in-
formed consent requires complete disclosure. The Unmiversity Hospital
1nvestigators failed to disclose that a major goal of the experiment
was to determine the toxicits of NAS-18. They failed to disclose that
the drug nad never before been tried on humans. They did not tell the
subiects that an alternative treatment that might relieve their symptoms
was available. They farled to disclose that every subject had a fifty-
fi1fty chance of receiving a placebo. They failed to t€ll the subjects
that the experitent would end 1n two years, and that even 1f the sub-
jects benefited from \AS-18, they would not be permitted to continue
this drug therapy. And when neuropathy appeared in a few subjects, the
researchers fai1led to reobtain consent 1n light of the new danger; they
failed, 1n fact, eren to 1nform the others of the most recently discov-
ered Tish.

it should be noted that the subjects used were the doctors' patients.

The Hippocratic Oath states: "The health and life of my patient will be
my first comnsideration.”

That Oath was broken in this case.

The

1nvestigators' Drimary interest was not 1n their patients but in their

.

research. As a result, they used patients who'should not have. been .
subjeczed to research, and they used them needlessly and irresponsibly.
: A physician who uses his patients as research subjects inevitably places
himself 1n a conflict between his role as healer and his role as re-
search 1pvestigator. I seriously quest1on whether any physician should
be permitted to conduct a nontherapeutic experiment on his or her own
patients. Certainly a research subject's health 1nterest should always
: be *protected by a third party not involved in the research. .
I began’by stating that this case should never have been approved
by the University Hospital's Research Review Committee. I do not think
1t would have been approved if such research review committees were
properly constituted—Decisions about risks and benefits, how subjects
are to_be selected, and the adequacy of disclosure Ynd consent are too

- - important to be left to the medical research profession, persons with a
a vested interest in the outcome of their own and their colleagues!
‘ work. ! ’ . ) "

1 suggest it is time that review committees be required to open
their meetings to the public. We have heard a lot of talk about open-
ness this morning. I think it is the peer review process that needs to
be opened up to public scrutiny. I suggest also that it is high time
that the peer review process involve not Sust the peers of the re-
searchers, but the peers of the subjects as well.

. .

. A * - - ‘ —- -

, LEON EISENBERG N
This panel is not one of unanimity. I would like to tell a clinical
vignette to illuminate the sityation. g )
All of you are familiar with the time when Moses arrived at the Red
Sea with a multitude of the Jews chased by the armies of the pharaoh.
At that point he turned to the terribly distressed grpup, who saw the

E
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Red Sea ahead of them, and said that he had both gaod news and bad news.
The good news, as he announced 1t, was that the Red Sea would divide,
1n the middle so they could go through on dry land, that they would
arrive on the other side just as the pharaoh's army entered, that the
sea would close again, and that they would emerge victorious. There
was loud cheering until a small chap at the back of the crowd said, -
“what is zhe bad news?"

"well, the bad news is that Refore I can do it, we have to file an
environdental impact statement.” 9 :

To turn to the other side of the question, I have another story.
¥hen the Archbishop of Canterbury, the Chief Rabb:i, the Pope, and the
Grand Muft1 were killed in a plane crash en route to an ecumenical
congress on the Ethics of Medical Research, all four, as was to be ex-
pected, were admitted to Heaven without unseesily delay. They were,
however, somwhat perturbed to learn that there were no Dr1V11eged
elites in Heaven. Each of the multitude of souls had to wait his -- or
worse, ner -- turn in the cafeteria line when meals were served. This «
was a bit awkward. But being men of vast and humane scholarship, they
recognized the justice of the contemporary trend toward egalitarianism.
After some days of rather painless-acculturation to celestial life- .
styles, they were quite put out when a short bearded man wearing a
white cap and gown elbowed his way to the front of the dinner line,
denaeded and was granted immediate service. Their Eminences insisted | .
upon an explanation, only to be told -- *'Shh! That' s God! He likes to
play doctor.” ’

Although I have this story from a reliable source, I will not insist .
on its authenticity. Apocryphal as the tale may be, it represents
conventional wisdom about medical behavior. There are doctors who
enJov playing God, perhaps even some who entered medicine precisely
because,they saw no other avenue to deification @ readily at hand and
with so little risk of being certified as lunatic. Doctors are to be
found at every level of ethical sensitivity, including nofte at all;
but ! insist, so are lawyers, judges, philosophers, and theologlans.

What does distinguish physicians is the tradition, centuries old, to .
guide our behavior in .clinical transactions. We have been assigned,

from time before history, the agonizing task of confronting suffering ‘
.and death, most often without means adequate to alter their coufrse, but

with very broad sanctions from society.

what has been, of course, is n necessarily what is best -- ‘'even -
if sufficieht to its time, may no longer suffice. But before we en- -
code, legislate, and thus inevitably bureaucratize medical ethics, ’
caution may-not be inappropriate. The very informality .of the tradi- - - s
tional relat10nsh1p between physician and patient, for all the risk of -
abuse it entails, may be the talisman that permits part1cularlzed and
personal solutions for matters in which ambiguities inhere. It is
just possible that the social cost of erecting legal barrlers against

- the possibility of harm may be the elimination of a far greater benefit
conferred by the flexibility of general and necessarlly 1mprec1se
guidelines. . . .

%8 .
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' ese prefatory remarks are stimulated by a climate of opinion, at
‘ledst in Massachusetts, which almostgpxplicxtly 1mplies that medical
r¢gsearchers are mad, or at least seli»serving, scientists from whom the
blic, as potential victim, must be protected by the benevolent -inter-
position of: courts, theologians, and assorted humanists. [ suggest
that all parts of that proposition mgrit searching examination before
veing received as the revealed truth.
The current zeal for :zero risk, a goal by definition unattainable
when research by 1ts nature is a vemture 1nto the unkhown, threatens
the very possibility of acquiring that new knowledge which might prevent
present harm and per®it future good. Drugs and procedures in current
use, sanctipned by familiar:ty and-lacking the labei regearen, are
readily assumed to beé of established value when they may rest on no
more than custom. hithholding thea, or subszituting novel items, courts
public outrage. Yet controlled therapeutic trial is the principal
avenue to evaluating their effectiveness. When other physicians fled
Philadelphia during the epidemic of yellow fever in 1793, Benjamin Rush,
dedicated to his calling, remained at his post after bundling his
family off to the safety.of the countryside. Messianic in his zeal for
purging and .blood-letting, therapeutic maneuvers based on contemporary
authority, he went from home to plague-ridden home, causing more carnage

““z)‘ than the disease itself. Good intention and willingness to undergo
personal risk provided no substitute for knowledge then, nor do they
! now. ..

Health is hazard to fashion when we impose standards for therapeutic
trials that demand assurances of safety and efficacy beyond those that
can be offered for the best of  contemporary medical practice. The
current preoccupation with the dangers of research, dangers that un-

- questionably merit public discuSsion, is uncommonly set in the appro-
priate context: namely, weighing on the same scale the dangers of roz
doing research.™-Soeme would have us regard the percentage of research
proposals rejected by a human studies committee as a measure of its
effect;veness iq'protecting the public interest, without independently
assessing the scientific and ethical soundness of the approved or dis-

- approved protocols themselves. Clearly, kudos for the highest research
*  rejection batting average imply that the proper target for the review
committee is blocking human studies. To the contrary, I suggest that
the systematil imposition of impediments to significamt therapeutic
research is itself unethical bécause potential benefit is being denied.
' This is not a call for unrestricted rights for medical researchers by"

- . invoking the ‘suffering of mankind as justification. It is a plea to

) weigh the cost-benefit ratios in both directions. The decision not to

do somethjng poses as many ethical quandaries as the decision to do it.

Not to act is to act. ’

’ Let us now turn to the protocol for NAS-18 and the hypothetical case
hat our panel has put before you. We can agree that the first trials
should have been limited to adults. Nonetheless, that step would have
lessened but would not have eliminated the hazard in a subsequent pedi- . "
atric trial. There is s?gnificant residual ambiguity about probable

. > N .
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effect when a drug 1s first used on an infant or a ch:ld even after ex- '
haustive animal tests, because of interspetific differences, and after

1ts use in the human adult, because of developmental differences. Rate .
of absorption, body distribution, de;ox1f1cation, excretion, and end
organ responsiveness differ between the infant, the child, and the

adult. Beyond these promptly, detectable effects 1s the deeply trouble- |
some question of léng tern consequences for growth and development. One
need only recall the potent effect of sex hormones given during preg-
nancy or at birth on the organogenesis, sexual defelopment, and subse-
quent behavior of the organism, when there 1s fio longer any chemical

residue of the drug. .
Suffice it to say, there 1s a nontrivial risk wherever a drug is.
given for the first time to a child. Further, the more potent the .,

drug in treating the condition at wkich it 1s directed, the greater
the risk of undesired side effects. Inevaitably, the more widely the
drug 1s used, the greater the likeliheod of encountering4diosyncratic
responses not previously anticipated.-

Even if risk in research be inevitable, inequity in exposure to risk
need not be. As in the hypothetical protocol, the patients on whom
research 1s most often done are clinic patients. In the past this has

_been explicitly justified on the grounds that this was the price exacted

from the poor for the privilege of receiving charity care. Few would
defend that position today. Yet it coatinues, less by plan-or conspir-
acy than by the nature of the medical care system. Investigators afe . \
lpcated in teaching hospitals. Teaching hospitals are a major medical
resource for the poor. The poor become the patients on whom studies
are done. There 1s no Justlllcatlon for putting particular segments of
the populétlon at risk unless the disease under study s itself limited ,
to such populations. I doubt that we h1l}\§;nd a way of distriputing
risk across all, segments of sotiety until have a natxonal'héafth
serV1c§ng§4;J4 citizens. Only then will it be possible to guarantee
equits 1stributing risk randomly, once we agree that the assumption
of risk for social benefit is the responsibility to be shared by all
citizens, ) :

A second difficult question inheres in the meaning of informed e~
consent. Ihen risks are specifiable, when it is possible for the
patient to make a rational decision, it is clearly the physician's duty’
to inform the patient fully. That has long been a hallmark of good
medical practice and sound clinical ihvestigation, although it has B Co e
become fashiomable to present it as contemporary discovery. But what
doers informed mean when what is available to the physician, let alone
the patient, is not information but noise? In what sense is there a
choice to be made between Treatment A and Treatment B if there is no .
proof that either works or that one rd superior to the other? What T
right have I lost if I, in a national health plan, am assigned to a
randomized trial w1thout being free to express a preference when that .
pfeference can only be capricious? If there is evidence that Treatment
A is better or less toxic than Treatment B, my doctor is incompetent
as well as irresponsible if he does not recommend A and press it upon

>
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me with all the force of his moral suasion. The very justification of
a randomized trial 1s the lack of information to permit a rational,
that 1s, an informed choice.
' All will agree that when the patients are children their parents must
. be fully informed and permitted unconstrained choice. This immediately
identifies two violations :n the NAS-18 protocol: the use of a captive
population {1.e.,.the delinquent's 1n.a training school) and youngsters
without a responsible parent. Mone or few would argue that the concept . .
-of 1nforned consent 15 appropriate for the infant or the very young .
, + cnild. But some, like Mr. Smith, 4nsist upon 1ts applicability, even
Y after parents have exercised their role,.for the child seven years of
age or older. I fail to understand how a child with an illness threat-
ening life or limb can "decide" hhethe§¥£9 be treated, or when to'choose
the standard treatment'or the experimental one. . Should we let children
decide whether they want to take an immunosuppressive drug for leukemia,
or insulin and diet for diabetes? In what real way is it meaningful to

—_— - w ... propose that a child should elect whether or not to enter a clipical T
trial when the 1mmediate aspects of the procedure -- discomfort, restric-

- ti1on, awesomeness and the like -- can be expected tp outweigh hls or her -
abi1lity to reckon with the long-term consequences of the illness? We
are being asked to ratify a legal formalism that fails to correspond
. with the realities of cognitive and affective development. ©
. Some groups and individuals, in the name of children's rights, would
go furthey. They would deny parents the authority to consent to thera-
peutic trials for their children without the interposition of a court-
appointed guardian to ‘represent the child's interests. It is true that
there.are parentg who, burdened by a handicapped or difficult child,
~zmyght welcome tbc ehance to ke rid of him. Indeed, once in my career,
. a father and a mother volunteered their child for "any experlment you
4 . suggest'' even though none had been proposed to them. But such parents
arg-xare. Further, 1t should be an ethical imperative for clinical
invesgygators and research review committees to protect,children from
harm from whatever source.. The routine imposition of the court between
‘parent and child would threaten the family trust and integrity that
government should preserve. [ remain to be convinced that courts will -
v be wiser, on average,.than parents and pediatricians. I know that they .
- will be slower; children!s rights do not keep well. .
I sée no justification for the use of a "placebo" in the protocol
- - rather than the “conventional treatment” as a basis for comparison,
since we are told that’conventional treatment brings symptom relief.
Further, it was unethical to withhold informatiom on th& unexpected
toxic neuropathy. But I do not accept Mr. Smith's proposition that
‘'researchers...not use as sub}ects persons with whom they have estab-
lished a doctor-patient relatxonshlp Clinical investigators are -
likely to be just those physicians most knowledgeable about the disease
under study, the ones with a large group of patients they are caring for
and whose care they seek to improve. Shall investigation be restricted
to physicians with limited experience and few patients? The altogether
remarkable _progress in the development of anti-leukemic agents for o

.

v

s y




-

. 99.
. + ’ \]

. children with leukemia was the work of precisely those clinicians with
the greatest experience in the treatment of leukemic ¢nildren, and the
subjects of the‘therapeutic trials were’ those doctors' patients.

Knowledge and involvemept are the preconditions for ethical judgments.
Ignorance may assure diSinterest; it also guarantees misfortune.

-
.

CHARLES HALPERN -
Roughly speaking, -ten of the last twelve speakers at this microphone
have come to the subject of human experimentation \ia the labcratories
and clinical research, including Leon Eisenberg.t € have come to the
problem of human experimentation, particularly with children, qrom a a
quite different direction, and I think that direttion is relevant tec my
response to the Haym's Syndrome case that we presented and to the pro-
ceedings thus far. . :
I came to the practice of human experimentatipm in the Partlow State
School for the Mentally Retarded in Tuscaloosa, AJabama. This was not
a field in which I had any training or specialization, and what I found
in the Partlow State School, quite apart from the human experimentation
jssues, was a shock and an education in itself. )
More shocking still, however, was my discovery that some of the worst
abuses of mentally retarded children were under .the direct supervision
of Ph.D.'s and M.D.'s, were undertaken in the name of scientific re-
search, and were funded by the Department of Health, Education, and
Welfare. When I 1nvestigated this practicé I discovergd what I am
sure most of you know: that our institutions for the péntally retarded
historically have been a free fire zone for biomadiedl researchers. It
. is not in Alabama alone that you find these kinds of situations. One '
> need only to go to an institution like Willowbrook, in New York, to-see
not only the practice of e1ghteenth-century medicine, but also highly T
¢ sophisticated biomedical research undertaken on these children.
What has emerged 1n the past few years is a;tehiion to problems of
human experimentation from those who do not apprqach the problem from
the angle and perspective of the biomedical researcher. Particularly
lawyers and social scientists are showing a healthy interest in human
experimentation in general, and in particular to thosé experiments =~ __ . _:i_
that are undéTtakeh on research subject populations who are least able
to care for themselves: the mentally impaired, children, prisoners,
and other people who are involuntarily confined and, for that rcason,
* less able to negotiate with experimeriters in their own interests. It
is; I think, significant that on this panel we have two attorneys,
William Smith and myself, who are actively involved in advocacy under-
takings on .behalf of these disadvantaged populations. And on tomorrow's
program Alvin Bronstein will discuss the situgtion from the prisoners’
perspective -- a group with which he has been, actively involved. I ‘
think it is one of the outstanding features of ,this Forum that such
advocates who share the perspective of subjects in the experimental’
process haye been included on the program.

.
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Let me make briefly three points about the Haym's Syndrome tase
that you have been presented with, and then iome more general observa-
tions based on the case and on this morning's discussion of human ex-
perimentation.in genera p

First, with regard to the case: I concur in Bill Smith's judgment
that the consent obtained, whether from children or adults, was grossly
1nadequate. There was a failure to give adequate information on which
decisions could be made. Further, there was really a .alluqe to obtain
the consent of the children involved in-the process. According to the
facts that were set out 1n the description, some of these children were
as old as seventeen years. That they could adequately understand as )
well as their parents or their guardian the nature of the risks they
were being asked to assume, is I think, self-evident. - .

A second question to emerge from this case study is the one of
where the human use committee or the peer review committee was through-
out all, these proceedings. The protocol in itself, as it is very
br1ef1v sketched in, has obvious failings. In partlcular a peer review
committee should look closely at the procedure by which informed con-
sent is to be obtained. Cledrly, there was no such inquiry-here.
Further, the peer review committee has a continuing obligation to moni-
tor the experimental process as it moves forward. Clearly, there was .
no continuing monitoring in this case, or the neurgpathology that
emerged in the course of the trial would have necessitated a basic
reevaluation of the entire research design.’

The third point to be made about this study is its total fallure ‘
to deal with the special problems df institutionalized children and
children without parents. Instead of simply side-stepping a consent
procedure, efforts should have been made to bolster the capacity of
these children to understand the procedure and to give an adequate
consent. If we are dealing with children in their”late teens, surely

»

_by the apporntment of some sort of independent specialist or the 11ke

1t would have been p0551ble to assure their actual consent.
Most egregigusly in this experimental description is the fact that
the investigators were willing to accept the consent of a superinten-|

"dent to an ‘institution, as if that were, the consent of children

residént in that institution. I think the history of abuses of insti-
tutionalized children and the failures of such superintendents to
adequately safeguard their interests clearly establish that a consent ,
of that kind if grossly inadequate. The Haym's case, *in the dimensions
that I have tried to highlight, is particularly distressing bécause the
HEW Regulations that were issued in August of 1974, allegedly with the
intention of safeguarding less competént populations, institutionalige
and continue some of the abuses reflected in the case. .

First, they would carry the peer review committee over into insti-
tutions, for the mentally ill and mentally retarded where the risks of
overreachlng by the investigator are even greater. Peer review may
make sense if we are dealing with an academic community. If we are
dealing with an isolateéd mental hospital somewhere 1n upstate New York,
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whare there is no group of screntific peers closely observing the
process, it is a totally 1nadequ&§b safeguard .
~ Second, the HEW Regulations.would permit superintendents.of insti-
Tutions for the mentally retarded to give their. consent instead of the
consent of the mentally fincompetent residents 1n those 1institutions --
an 1nvitation, I suggest, to abuse of the Lind we all have a common
interest in avoiding. '
Finally, 1n the HEw Regulatlons, because they do not require case-
by- casenlndlx;dualx ed revien_ of the adequacy of consent, there is no
assurance that adequate i1nformation or which to make an 1nte111gent
judgment will be provided to potential research subjects. . :
In my remaining time, let me make a few general points, triggered
by this morning's discussions as well as this particular siu@qy
Dr. Moore cautioned us to avoid "the folly of abstract and gelleral

formulation” 1n an effort to control the process of biomedical research. »
It may be folly to be -too precise about general for tions, but to -

provide explicit and reasonably understandable guidelines for .
researchers is vitally important. This is, to a lawyer, self- evident. L

What we are dealing with, when we deal with 2 legal process, is a set

of rules and a set of procedures to assure that those rules are reli-

ably enforced. The enterprise of human experlnentatlon should be viewed
as one that takes pldce within a framework of law, of rules, and one:

-1n which procedures are provided to assure that those rules are equita-
bly enforced. The rules need not be so precise as to tie the hands

of experimenters; but they can be and must be sufficiently precise to \)
provide a framework in which the experimental process takes place.

For example, it is a reasonably well-understood and properly under-
stood rule that informed ¢onsent be protlded by a subject to research,
with a few limited exceptions. This ig'a rule that is 1mpor:ant in it-
self and that .should be backed by adequate procedures to assure that

it is not dlsregarded > -

A second observation: self-policing within the scientific community
has not been good enough, particularly where we are dealing with human
subjects who are disadvantaged by incapacitation for reasons of tental
def1c1ency or people who are incarcerated. There have been gross .
abuses in the past in our institutions for the mentally retarded, in
other juvenilg institutions, in prisons, and in mental hospitals. It
is insuffic¢ient to say that the scientific community has regulated
itself. and should be permitted to continue to regulate itself. [ am
saying no more than the obvious proposition that scientists doing re-
search in such institutions are not above the law. If a treating
physician is proh1b1ted from using certain kinds of treatment modalities,
such as, for example, electric shock with large cattle prods in order
to keep patients qu1et it is no more acceptable to use such inter- s
ventions and strategies if the purpose is allegedly a research purpose.

A third point 1 have mentioned briefly and would like'to state
again, .is that peer review is not translatable from the university con-
text into institutional settings; and the HEW Regulations that are
wriitten as if it were commit a serious error.

. .
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Finally, let me make two points about the present 'state of develop-
ment of public regulation of the process of human experimentation. )

We are at a point at which regulation of human experimentation\saoulﬁ"
be approagped from an experimental perspective. When we develop n
mechanisms’ or translate old mechanisms from one set to another, we
should, do it with an experimental cast of mind, and we should structure .
those undertakings in a fashion that is going to give us useable data.

Perhaps the most shocking th;ng to Jay people ‘is how little is known
about khat experlmentatlon is going on, where, and under what safeguards. -

When I was in Miehigan recently I discovered to my surprlse, for
example, that the Commissioner of Mental Health did not know which
mental 1nstitutions in his "state had experimentation going on, or what
she nature and character of such experimentation might beé. It is impor-
tant that we begin dathering data on what research with ¢hildren, and
with others, is going on now, and try to develop some ways of learning
what the consequences on the experlmental process would be of inter-
posing various kinds of limitations, and controls on experimentation. |,
. * What, for example, would be the consequence on the development of new

knowledge if we were 51mp1y to say that there will be no more experi-
mentation in institutions.-for the mentally retarded? I don't think
anyone can even spegulate reliably op that subJect.

Finally, in approachlng the problem of imposing controls on human
experimentation, I would like to come back to a p01nt that was discusged
briefly and inconclusively this mornlng the manner in which decisions

" can be institutionalized. This is a, point that Renee Fox touched on in .
her introduction. I think it is quite true that existing decision-

s making institutions are inadequate for resolvimg the difficult questions
posed by human experimentation. It is too late in the game to go back
to a process that relies on the pr1nc1pal investigator to make all and
every ethical judgment that arises in the context of his experimental

« desigd. Equally clear, I think, and emerging with greater clarity,
is that the courts are very blunt and inadequate instruments-for making
these kinds of judgments. A collaborative effort on the part.of the

. research community and other interested persons, including representa-

tives of subject populations, is urgently needed to develop new kinds
of institutional arrangements for making these kinds of decisions. In

. practical terms, new careers gould be created that would facilitate

¥ these kinds of decisions. Should not social workers, for example,
. interest themselves in the process by which informed consent is obtained
and assured? Shouldn't lawye¥s be educated in the problems relevant
.. to experimentation so that they can advise subjects, so that they can
-ddvise experimenters, so that they can adV1se those institutions that
house experimental programs? ‘

A theme that was sounded this mOrnfhg was that the matter should be
left to scientists—— I-think it is already too late for that resolutlon
What is needed is a constructive“collaboration betweeﬁ résearch.scien-
tists and others and an explicit recognition that the problems of human .
experimentation have not only medical and scientific dimensions, but
also ethical dimensions, legal dimensions, and political dimensions.
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INQUIRY AND COMMENTARY.

[}

DON JONES: I am a professor, of medicine-at Wayne State University,
Detroit, I think this has bgen a very useful panel so far, because * -
- it has hit on some problems that we have dealt with, and 1 would
just like to give jour viewpoint. '
I am chairman of our Ethics Committee. .One of the main things
: * that we have had trouble with, and.Mr. Halpern has brought out, is
the fact that we need somebody to turn to for' help with these ¢
decisions; although we have theologians from several faiths, lay- *--
men on the committee as well as‘scientists, we have great trouble,
with these, as you can inagine. I am in full agreement with both |
" Dr. Fox and Mr.” Halpern Qhat some kind of forum be developed so :
people can turn to this area for help. J :

The problem of monitoring becomes very important in a university
of limited resources. It is hard enough to get enough people to be
on‘the committee and to be loyal to it, let alone to act as police-
men, too. So I am bringing up that as a practical issue.

As to public openness, I think most committees really trying to

N~ do their jobs do have public forums. One of ‘our most lively discus-
~ sions had not to do with patients but with chimpanzees, as a matter
. of fact;, and we had an open forum with the Humane Society on that

) and fjnélly solved it. Bug it’;gminds me a-little bit of a panel -
< ° here at the National Academy-on alcoholism. in which one of the ) .

- “doctors was describing how he had trained his chimpanzees to speak,
and the question of informed consent immediately came up for the
chimpanzees.

I hope that we will address ourselves to the idea of getting some
kind of a national panel. The only area we can tura to at the pre-
sent time 1is the-{nstitutional Relations Branch of DHEW, and they
have been very helpful and very useful, but 1 wonder if they are the
ones to make these decisions for us.

/ .

KARL COHEN: I am in the Dcpartment of Philosophy at the University of
Michigan«s ) ;

Let me say fitst, with respect to the case that was presented in’

. - . hypothetical form for us, that it is not really very helpful, R

* because I would suggest that any self-respecting human subject review
. committee would bounce it with very little aftention, and it calls
for no very careful inspection to give that result. But there are
some difficult questions raised in the course of the discussion of
it. One of these I would Iike to direct to Mr. Halpern, whose . ‘
spirit I largely, although not wholly, share, and that concerns the 4
kind of consent one must seek from youngsters who are in a positio .
to give consent and yet are }echnically minors. With‘you I am out-\
_raged in the instant case that persons of teenage and above are not ) -
asked for their consent in an experiment of ‘this sort. ) .
With Professor Eisenberg I understand that there arfe circumstance
in which one cannot oblige consent of Arinors of middling age, and 1

N .

Atmc f

Aruitoxt provided by Eic: .
‘




ERIC

PArunrext provided oy eric [l

’

-

" would ask you, Mr. Halpern, and you, Dr. Eisenberg, if you could

help us in this inquiry into the problem of consent concerning young-
sters, help us to formulate principles according to which consent
should be obligatory, encouraged, almost obligatory,+and the like.
Clearly the rule of seventeen yedrs old is absurd. I think most

in the hall will agree with that. But there may be some chronolog-

ical rule that is helpful, or :there may be some other principles :

that are helpful in this respect. It seems to me that it is just

in this’ sphere that a’ forum of ‘this kind might make some real

progress. - - -

. 5 M

EISENBERG: Well, I think that you and I would aﬁ that at seventeen ,
one is as adult in all likelihood as one is goifig to be. At seven,
one is likely to have a long distance to go. And there must be some
point in between at which informed consént may begin to be meaning-
ful” and not before. I guess the difficulty in answering the problem
deals with one of the serious issues that we+have before us. Is

». there to be”trust in ‘the relationship‘between the hospital, the

- institution, the physicians, and the public, and those monitoring
the care? Or is there no trust, and therefore must everything besy
spelled out? Ef one could writé a set of regulations that agreed
thadt one would look at each instance, at the nature of the child,-
the child's understanding, and the appropriateness of a procedure
for a given age, then I am sure that Charles and I would have no
difficulty agreeing that it is reasenable for Smith but not for
Jones. It is difficult for me.to imagine how one writés that into

a codebook without so restricting freedom that. you end up getting
informed consent from someone at seventeen who is really incompetent,
‘and then failing to get it from someone at twelve who might .haye,
more understanding than the seventeen-year-old. .

.

SMITH: I just want to make a couple of comments Eboht the informed
consent of children. Obviously one has to distinguish betweeh
children of different ages. 1I-would not apply an informed consent

,rule’in a therapeutic situatiop. I would define a therapeutic
situation Very narrowly, hoyevgr. Where the child is too young to
understand -- let us say thé child is seven or eight -- I would
superimpose a third party having no interest in the research, no
interest in the researcher or his success or failure ifA his research,
in order to obtain that consent in addition to the consent of the
parent.

DENNIS *SAVER: I am 2 student at the Medical College of Pennsylvania. °
- Given that risks in human experimentation are unavoidable, even
if the risks should be equally distributed among the population,
it is axiomatic that the risk will precipitate upon some subjects
of experimental procedures. The question then arises of to what
degree, the researchers and *society as a whole bear responsibility
towards those unlucky enough to suffer unexpected, untoward effects?

’ *
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If continuing or even lifelong medical care is needed for treatment
of these iatrogenic ills, should the patient pay the cost from his
or her own pocket? Obviously the failure to disclose the origin of
the illness to the subjects in the case study we have seen this
afternoon is indefensible; but it is not even clear in this study
whether all subjects who experienced peripheral neuropathy werée
given continued treatment or if this was free of’'charge. Is the
concept of a national insurance risk pool or some variety of no-
fault insurance desirable or a practical remedy in this case?. And
in 'the meqntimbg what is the responsibility of the physician. inves-
tigator to patients afflicted with unfortunate sequelae to.experi-
ments? Although I would have preferred to inflict this question on
a more complacent panel, perhaps'Mr. Smith would ‘care to respond.

ENBERG: Before Mr. Smith does, I would'agrée to absolutely complete
and total coverage. And, I would like fo extend it to the notion

that if someone is the unfortunate victim of a medical misfortune --
that is, an anesthetic death not because the anesthetist .,was incom-
petent, a depression of blood marrow in the perfectly appropriate
.use of a drug -- that that individual ought to be compensated whether |
the doctor did the right, thing or not, by a no-fault kind of arrange-
ment. If the doctor did the wrong .thing, he ought to be prosecuted
in court. And the notion Of, getting compensation depending upon
demonstrating that the doctor was incompetent seems to me to avoid
it.’ : ‘ .

Now I have been very much concerned that there is not, to the best
of my knowledge, an adequate policy in research institutions to cover
the consequences of untoward effects on the subjects even after
everything else has been done right and they knew what they were
doing. Why should they be victimized, especially when they volun-
teered for such a drug? .

SMITH: I am not sure that I remember all the questions “encompassed in

that question -- one of them had to do with compensating victims.
I don't know if the insurance industry will ever ride to that
occasion. I suspect not, and-I am told by people at NIH that they
will not. Certainly T think the federal gavernment has an obligation
to provide no-fault type insurance where peoile ire injured as the

~

result of research. . .
.+~ 1 think you alluded te the question of distributing the risks of
research. Dr. Eisemberg and I, I think, would part company On that,
as well as on a number of other things. I would not.agree with his
randomized, noninformed consent health insurance scheme. I would’
prefer to take a first step before that and to exclude from all
medical research that is not therapeutic to the ipdividual institu-
tionalized persons and children, unless it is absolutely essential
that the research be performed on that particular population and can't
be performed on another population. . \
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PERN: Let me just add two brief observations. First of all, there.
is the subject that we have mot discissed explicitly: research .
sponsored by drug companies for commercial purposes. Tynlcall)
these drug tests are designed for submission to the Food and Drug
Administration_in support of new drug applications. HEK has ample
jurisdiction td‘xnpose the kinds of limitations on that research
process just as if these were research undertakings sponsored by
HEW, gnd I shink 1t reasonably clear that they'should do so. How-
ever, in revising their proposed regulations to govern research,
they have excluded research done for submission to the FDA. In the
first draft they had included it, ahd in the second draft zhey ex- )
cluded it.,

The p01nt you are.making .with regard to an 1nsurance nequlrenent
,seems to me to be partlculaxiy appropriate where you are deallng
‘with. research sponsored_by a drug company for commercial purposes
Such companies shou%ﬁ be under 2 statutory or administrative duty to
assure any 1atrogen1c damage done by the experiment desjigned was
insured. . . ,

2
>

HAEL HAMILTON: I 2m a canon at the Washington Cathedral, and serve

~on the medical board of NIH. The consent form, which has been well

criticized for its inadequacies, has a couple of defects I would
like to comment on, because they seem to me to be in general ‘practice
some of the protocols we have to deal with. .
Firgt of all, with regard to placebos, is the advantage offered
to the/researcher to hide from ‘the prospective patients that placebos
wil e used. This enables more people to be recruited. I think
it is unfair and should not be in any protocels, simply beciuse
some-pegple join in the experimentation in the hope of gaining a new
procedura\\arugy and they ought to be fully aware that they only
have a 50 percent or less chance of receiying one. &
Second is the matter of trust. This particular congent form says,
"My physic1an has explayned to me the procedures to be followed,
identifying those thg¥ are experimental...” and the possible dls-'
This has already been remarked on, but it
lot of protocols. I think again thére is a'mis-
of the nature of the consent form, which ispartly to:
atient to understand, but also to be a public disclosure
~fhe procedures involved are competent and eth1cal and are so
licly stated. . .
This leads me to my third p01nt There is a great deal said-
about patients not*belng able’ to understand consent forms, and I
think this is overestimated. A lot-of it is true. But gven if one -,
of the patients is prevented from fully understandlng ~MaonSent
form, then the value of the consent form is there. ot the ery -
development of a good consent form on the part of the“ré%&archers
involved a reflection upon them and one that insures that the quality
of the experlments themselves will be publicly acceptable?
~ . ' ] - . Y
N #
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legal consequences that toncern'me as a physician: that is, how to:
get an informed consent” form that contains all of.the information.
Well, how far do you go? Do you list the 1 in 10 risks? The 1 in
100 risks? The 1 in 10,000 risks? The 1 in 100,000 risks? .By this
time you are on the eighth or ninth page of the informed consent
form. You decided on the 1 ih 100,000 cutoff, and to your misfor-
cune, or to his misfortune, the imdividual has a risk not listed on
the consent form. I-have been told by some attorneys that such an
explicit form, failing to COQQ;in something that was very remote but
nonetheless possible, im fact

the general fora. . .

I do think it is highly impractical to think that 'in the ordindfy
patient-physjcian transaction, of which this is one special type, it
is logical for the physician to conmvey to the patient all of the
things listed in the drug insert packages that appear. I just don't
think that is reasonable in medical practice; but I would like some
comments on the legalities of it. ~~ : -

“r

IS

.

ROBBINS: And reagonableness.

. . - 2

“SMITH: I am not prepared to comment or the legality of it. I think 1

can comment on the reasonableness‘of it. If I"were your patient, or
your: potential subject, I would hope that you would impart to me
before I agreed to participate in your experiment everything that
you know about that experiment and the procedures tb be used, inso-
far as you are able to explain it to me in layman's terms. Apd 1
think that is whdt ought tb be on the consent form.

.

EISENBERG: Written down?

_SMITH: It would have to be both explained and written down for certain

kinds of subjects in' eertain kinds of experiﬁents supervised by a
third party.. - -

’

HALPERN: This is an evblving area of the law at the’ present time -- and

the law differs from state to state, and probably from judge to
judge -- that leaves the researcher in an extremely uncomfortable
position, making it all the more important, I think, that he be
receiving competent legal advice right from the beginning of the
time he begins to design his research protocol. Thé basic rule, I
think, in this area is oné of Teasonableness, and Bill Smith's
formulation is pne that would commend itself in many courts.”

BARBARA ROSENKRANTZ: I am an historian of science at Harvard. I have

P
K

been listening to the discussion on informed consent with peculiar
feelings that in the name of ethical procedure we were evolving a
sense of social responsibility. Somehow or other the informed

to comment on the

uts the physician at greater risk than

-
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B *  gconsent procedure 15 being ‘oneé on zs a way ‘of relieving the

researcher and the practitioner of the responsibilities involved in

- adequate research develapment. [ don't assume that this is in a

: deliberate form 1n any sense, but it does seem to me that informed-

consent does not take care of ‘our social responsibilities. As we
look at experimental problems, -primarily in terms of either medical

. or surgical ‘Investment, we seem t0 be consistently 1gnor1ng the

- social context in which that research takes place, the social envi- .

ronmenv 1n which the patient lives or the subject 1s drawn fron,

and the enormous 1rportance this has for the outcome of the research

1tself. Designing research, in fact, should 'systematically take

. these matters into account.

' I want to suggest another criterion that seems to e is necessary .

- ‘and désirgble: that. ghe subject populatica be drawn from the group at
least risk in other respects -- that is, the least social risk, the
least stchologlcal risk -- from the specific question involved.
Similarly, the subject population should be drawn from that section
with the greatest potential benefit from the specific research being

. designed. \0u maybe we taKe those things for granted, but it doesn't

* . seem to me,” looking at _certain research protocols,  that we do.

© just want-to gsk Mr: Halpern another question ~- maybe ask all

»

‘

three ofeyotr, .in one sense. There is soméhow or otlter an assumption
presented in this afternoon's discussion that I find difficult to
accept. Thi$ 1s the notion that the subject finds his lawyer a .
¢ better advocate for his needs or her nceds than some other part of -
T "the’population. 1 am not parficularly clear why one“profe531onal -
group being substituted for another prof9551onal group in fact "
achieves the kind of ad)ocacv that we have “in mind. . .

.
v

S“ITH I knoy-a lot of doctors, and I know a lot of lawyers. _I happen '
to be a lawyer, and I am not sure but what I wouldn't rather have
doctors superxxse me. ., But: the point is to get representatives of
the subjects of some sort involved in-a JTeview process and a consent
process. . 4 don't think’either Mr. Halpern or I have spggested th

y it ought to be :exclusively lawyers. BERE RO g

HALPERN: Frrst I think your point about .ihformed consent is rlght and

important. To reﬁy on informed consent.and no other kinds. of pro-

fessionai and scientific checks is a great abdicatiom of the Targer— . -

responsibility. ‘You cannot load too much on informed consent.

As to the questions of lawyers,,I think the important point is

. that there should be some disinterested advocacy and independent
' advice available to. potefitial subjects., I suggested that it might
R O ¢ better be a social worker’ than.a.lawyer. And I think social workers .
. properly trained in advocacy skills and also in biomedical research
.4 . ' , . might be a very worthwhile population to look to. .

.EMC 4 4. N .
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ROSENKRANTZ: Can vou tell me what your definition of diginieress is?
That 1s, I think, where my trouble is. I would rather have an
interested’ adwocate than a disinterested one.

. 4

HALPERN: I meah disinterested in the sende that the’ advocates have no
interest 1n the research protocol, but have ah 1nterest 1in furthering
the best interests of the subject, unalloyed by any Other loyalties --
not weighing, in other words, the interest of "this particular subject
against humanity 1n the outcomes of this research. e

LEWIS THOMAS: I am a.little worried about the case report on which much
of the discussion has been based. I reczll having been told several
times that 1t 1s hypothetical. As pediatric 1llnesses carry more
last names of pediatricians than 1s true elsewhere in medicine, and
I would therefore not be surprised to be told that there is such a

. thing as Haym's Syndrome. ] .

-

EISENBERG: Thene 1s not.

o THOMAS: Kell, there it is. I sort of 1ike to see a hypothetical case
report presented, 1f you can do so, because of there being something
very typical about it. I assumed when I read that thing through

~ - that somewhere 1n the country this must have happened over and over

. again. And I shared with the speakers not only a rising indignation
¢ about the events contained in that description, but I even confess

to haying thought as you took us thréugh the repori that perhaps, by

God, it might have happened, and there might be a Haym's Syndrome.

: Is 1t in fact in your view typical of the medical research commu-

nity in this country that a new drug of unknown toxicity, tested
1nadequately-in animals, never before given to human beings, was in -

Wk you explicitly said, Mr. Smith, tested in this
. hypothetica ise only to establish toxicity levels? Do you thi v

k
in real 1ife this sort of thing goes on?, Do you know of cases %
where it has gone on? Is there any basis for this whole rather
claptrappy story? And would you like to make_a commént®on the ethics
underlying its writing? - '

. p .

*S\MITH: There is no such thing as Haym's Syndrome. I just want to
correct one thing that you shid: the case does not state that the
only purpose of .the experiment was to determine toxicity. It stated
that the inveStigators failed to disclose that that was one of the
purposes of the experiment. The experiment had the dual purpose of
) determining toxicity and determining benefit and weighing those
against each other.

To answer your specific question: if you removed from that hypo-

thetical case two features of it -- first, the use of placebos and
the existence of a control group; and second, the use of institu-
tionalized chiidfen in a juvenile training school -- the case is

100-pergent real gnd factual and is going on‘today.

* o 112"~ |
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THOMAS: Conuld you-be more explicit abdut that?
& : H -
SMITH: No, sir. . b

. o
HALPERN: I would just add that I have seen better research protocols,
- and [ have seen worse.

' " UNIDENTIFIED: Thank you, gentlemen, for throwing some illumination into
this controversy. But I ‘think, Mr. Smith, to require the physician
not to be the essential experimenter is another hypothetical case,
because I know 1in my experience of no time, other than casual
nmedical experimentation, when the researcher has not become a physi-
cian to the subject in the true and total sense of the word. It is

. only thuis that it goes beyond what appears in the consent form or
- is explained in the protocol or what is done personally in this
interrelationship on a true physician-to-patient sense that exists
between the subject of the experiment and the scientific investigator.

. .
STUART SPICKER: I am from the University of Connecticut School of
"+ Medicine. My field is philosgphy, but that doesn't matter today.
We have had surgeons speaking on the history-of medicine and lagyers
speaking on philosophy. That fits RenéerFox’s,goal, I think, agxa
-«  beginning. M
o Now everyone is worried about federal interventions, and I guess
" . we have to turn that morator1um around. That is part of the polit-
ical motif of this mé€eting, and that is all right. . But it seems to
. me that we have to get down to the question of mach1nery So far,
as with the jury system, all we have got are these review committees
now federally mandated, even mandated with consent that there will
be nonuniversity people on university committees. I sympathize with
the problem of special institutions that cannot functionally be
built, if you will, like a university committee can be. Having sat
i on one, I must confess that the mystique I have had about science, | .
= never mind about medicine, has all dwindled. It seems to me that_ '
the real problefs come up go obviously. Since it is experimentation,
/,‘the researcher has to admit his limits and hence has to translate
the complicated concepts in biochemistry into something evep he ¢
ean understand because he-is trying to learn dbre. This is in the
best sense. Everyone else on the committee isn't really stupid,
and they in fact do understand what a given study is About. They in
fact can understand a study of enuresis requiring children to par-

. ticipate. Th® can understand, when they are given a fairly clear f
picture from the scientist and the clinician and the other* people in
the committee, Just basically what the chances are of progress in
an area. o
- I can.only question.one point, therefore, of Dr.hE1senberg s
presentation. I think he shows a failing to the power of reason,
not only in academe but elsewhere, in the citizenry, I think we
have to return to a political motif in Locke and others regarding .
’ 113 ‘
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the trust and reason of human bé€ings, certainly in collection,
rather than taking the experimenter protocol per.se. Many of the
. experimenters whomswe have dealt with in our own institution simply
didn't know that something was important to think about. It .is
hard to cover every fact. No one is perfect. And each member of
these committees has often lent help to others. That maybe is not
the finest machinery, but I hope we never return to the privacy of
N the experimental problematics unless we also turn to only auto-
"experimentation. That certainly would make sense to me. .
I hope that I have helped to focus at least one specifi¢ issué:
. back to the machinery and precisely the debate .about the so-called
peer groups or.peer review committees and their importance rather "
than their deletion from the system. It is not the federal govern~
ment amymore when twenty people sit around 2 table ‘on a problem, .
respecting the points of view of each other,’ and hgve To come to
sometimes a very difficult decision. . ’ ) /

-

3

EISENBERG: I didn't hear myself say that the investigatar ought to be
autonomous and independent of the peer review committee.
I would further suggest the need to look experimeritally and inves-
tigatively at systems for controlling and investigating the experi-
mental process. I would like to know, after 'six mohths or twelve
months .or eighteen months of this or that review mechanism, whether
in fact it worked, and not only what studies were done and whether
they were ethical or not, but what studies were not done. There is
a very serious problem in the pureaucratization of anything, and it -
is the problem the government faces constantly. If you are a
bureaucrat and you refuse to let something, happen, nobody knows
what good might have happened had you permitted it, But if in fact
say yes and a drug is released on the market wtth perfectly good
judgment Based on the data available at the time, and then some un- .
toward effect shows up, you are obviously culpable. Consequently,
there is a tendency built into the System to avoid being caught off
base by taking the conservative position.’ No one has to look over-
# ~all at what the costs ard defi¢its on both ‘sides are. - .

HALPERN® One enormous step Forward, it would seem to me, would be for
somebody to start to collect, index, and publish decisions of peer
L review committees so that a kind of common law process could develop
by which review committees n Michigan migﬁt learn from physicians .
in -New York. Perhaps through that process some ROITS of acceptable
practice might evolve. °

’

. .
]

) ﬁOBBINS: This,suggesfion has been made before. Has anything actuélly :
happened in regard to this? Is rt in fact being done?* Does any- :
-body -here know? S . -

SMITH: I was just going to ask if there was anybody here who is a member
of a review group that regularly publishes .or allows the public to

-
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see th results of 1ts deliberations? [s there any such thinge ,
anywhere in the country? .
HUGH FUDENBFRG® I think this-reflects the gap between the biomedical JERN

'\ - vomnunity and thosc elsewhere in the audience. I am glad the gap has
been revealed. Most people 1a biomedical tnvestigation are in it
because they want to do something first. If these deliberations of
the révien comnittee -- which 1n 211 the institutions I know 1s com-
posed of laymen, inoiuding theologians, et cetera -- were to be
published, they weuld have to publish the purpose and other documen-’
tation as well. And this would not necessarily even be a new drug.

I would think that the vast najority of people doxqg something for
the first time would refuse to do it if this were the case. .

I would also 1like to point out that on one review committee that
I know, the same sort of thimg was raised by another attorney. He
says that 1f this drug has never been used before, it would have to ..
be for an exotic form of cancer. Therefore it can't be done. To
hinm research from that point is to see what has been done before with
any complications. I think there is a great gap. Most investigators
by, Tesearch do not medn doing something that has been done before.

-

FREDfHIATT: I work with the Children's Defense Fund. I wish to make a
conrent on Dr. Thomas's doubting that this case could have happened.
His faith 1n the- research profession,_is fairly typical of the faighr~
that a lot of scientists have in their own professions,” and I think
1t is this faith that 1s 1n large part responsible for vigilance
being less careful than 1t could be. _In fact, as Mr. Smith said, 4 .
this case pretty much did happen and is happening.. This may not be .

.the norm, but certainly I think anybody who is here from 2 research

review committee would say that unsatisfactory consent is not at all
unusual, and more serious abuses do certainly happen. - ) .

I think that the point 1s not how commonplace these abuses are. .

A lot of people today said, well, why.are we worrying? These sub-
species are just needles in the haystackggﬁ.Most research is benefi-
cial and ethical, so what is the problem? ¥ That.may or may not be
true. I tend to think there are mdre ‘abuses than reach the news- .
“paper or congressional committees. Even.if they ‘were just needies L
_in the haystack, when you talk about revising regulation and proce- - .
dure for the protection of subjects’ it is these abuses that you have

to keep 1n mind, not polio vacgines. Is it possible, given a lot of

the anxieties we have heard here today, to develop regulations that - - ..
will prevent the abuses, which certainly are occurring, without im-’

peding pediatrié research? . . s et ntiae

SMITH: I think it is possible, and I think HEW started on that road .
when they originally pﬁblighed proposed regulations for the protec- - =
tion of phildren involved in research. Those regulations, for
example, contained the proposal for child consent, or at least child -
approval for nontherapeuytic research when a child was over seven.

‘
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They contained a prohibition on research on parentless children.
* They made a stab at the institutionalized children process research,
problem. They also tried to superimpose on the present review sys-
tem a couple of pther mechanisms. One was an ethical review at the
NIH level, and another was a subject protection committee controlled
' by nonresearchers at the institytional level. Because there is a
big hassle going on now at HEW headquarters about these child regu-
lations, it remains to be seen what they are going to look like when
they come out, hopefully within a few weeks or months. But my sus-
picion 1s that all those reforms are going to go down the drain
because there has been so much opposition to them. They received
- some six hundred comhents on those rggulations on prisoners,
Children, and the mentally infirm, and I think there weren't more
than twenty-five that were categorized as advocates dr behalf of
protection or further protections of the subjects.
So my answer to the question is yes, I think it is possible; but
I am not sure HEW is going to gnd up doing it.
ROBBINS: I would agree that it is possible we are moving toward it.
But let us look at the regulations and their toxicity. There is a
law in Massachusetts that forbids retearch on a fetus scheduled for
abortion but permits therapeutic research on a viabl< fetus that may -
% » .. come to term. .This means that the only way onefinds out whether )
a fetoscope‘is Safe to use is by potentially’killing or damaging
. . fetuses,. rather than by using it on a fetus that is going to be’
aborted and would have given us the information to use it safely,
. . .if safe it can be. Now that sis my idea of a kind -.of regulation .
” ©  that in the name of morality is obscene. I would just urge that,we
- «not -mué¢tiply formal rulds that do not, in fact, have the likelihood
\ .of controlling the misbehavier we would like to regulate.

[T

BERNARD DAVIS: 1 am a professar of microbiology at Harvdrd and a former
profesdor of pharmacology. ‘1 would like_to come back to a point
raised by the two members of the legal profession os- the panel. As

. I{understandvit, the legal process for a very long time;in this
- country has been fundamentally a necessary process, with attorneys
for the two contending sides presenting their arguments as forcibly
as possible for each. There arc many other important processes in
our society .where decisions are traditionaily not reached by an ad-
versary process. e
" The teacher-student relation is theoretically a nonadversary
process, although it seems to be coming more of one these days. The
search for some kind of an objective truth by scientists involves
. arguments but not fundamentally an adversary process. And ‘the rela-
tion between .the physician and his patient has not traditionally been
" . an adversary process. - o -
. [ appreciate very much Mr. Halpern's suggestion that what we need
is-an effort to achieve more collaboration in institutjons that
would promote more collaboration between the medichi’;iofession_and

- -
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other interested groups in improving the standards of ethics in
medical experinentatlon. I am a little worried by the danger that
51nce thls is 1nitiated by people who have become much concerned
ovér then very real excesses that have occurred,lthe abuses that have
occurred in more or less instances in medical research, what is
arising may have much too much of the adversary process in it to
vield the kind of really cooperative collaborative arrangement that
we would, I think, all like to see. I am afraid that if it becomes
the medical profession confronted by public interest lawyers sup-
ported by wide“public appeal, which is very easy to generate and

has already been génerated over the kinds of issues we are discus- °
sing, we may end up hlth\great damage to the quality of medical re-

"~ Search and the quality of mefical care in this country.
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To 1llustrate what I mean by the adversary process, let me ask
Mr. Smith if there was& t more than a hint of advocacy in the very
case that he presented? First he described the experiment as non-
therapeutic. I would like to have him deflne what he meant by
.therapeutic, since these subjects were given & drug that on the
basis of animal experimentation offered very real promise of arrest-
ing the progress of the disease. More important is the $ay he
described the role of the physicians 1n violating the Hippocratic
Oath by engaging in an experiment clearly designed to advance . the
interest of the investigators and not that of the subjects. Now if’
these subjects were suffering from a disease that reached the mor-
tallgy of 40 percent by the age of forty, and if animal experiments
gave real promlse of arresting the progress of the disease, and if
no o:her prom;§1ng “therapy was available, I would like an explana-
tion of why this, is, violating the Oath of Hippocrates; or more im-
if it is not, why did he so interpret it?

First of all, I confess to being,an advocate, I confess to !

advocating here, and I am proud of 1t. I hope that the speakers who
went before me would admit that.they tod*are advocates, including
the three this morning, and thQse on the panel on the fetus.

Let me address the question of therapeutlg research. I had thé
privilege of participating in a group that wrestled with some of
the -problems that HEW tried to resolve in writing the outlines for
protecting children in medical experimentation, and the.toughest
problem was trying to define what was beneficial and what was not
benefjcial research. When yeu try to make rules or regulat1on$ or
even make statements in this area you always seem to ‘get baek to. .
what is therapeutic and'what isn't therapeutic, Theridpeutic seems
to be a reasonable test of some things that should‘or shouldn't be
done or the procedures that are going to Qe 1mposed. .

I would say that- therapeutic research is reséarch that is under-
taken for the primary.purpose of .treating a physical or mental ill-
ness in an individual patiént and that if successful would reasonably
be -expected to alleviate substafitially ‘the individual's condition.
I would'enclose a test as part of that-definition. I would say that

¢ .
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if there were no other possible benefit from the procedure, the
physician would immediately undertake the procedure for the patient's
benefit. So with the imposition of that definition and that test
as threrapeutic research, I would say all this research is not thera-
peutic. When I suggested a child's consent and suggested that doc-
tors shouldn't experiment on their own patients, I tied those
suggestions to nontherapeutic research and was using in m) y own mind
that definition.

ROBBINS: would thA:is include. vaccine trials where, assuming that the
vaccine were effective, the patient would be benefited?

SMITH: This 1§ where it is very difficult to write thé rules and
definitions. . ) “—

» .

. ROBBI\S You gave me my answer.

.
s .

U\IDEVTIFIED "There were forty subJectk in this trial. Twenty of them
got placebos; therefore only twenty got the drug. Fifty percent of
. those receiving the drug suffered a severe adverse reaction. Only
. the six who continued to exhibit that condition wére given follow-
- - up care. Why was the other remaining population not given continu- .
ing care or at least periodic eXaminations to see if they were going .
to come up with that adverse reaction at a later time? -

BOBBINS: 1 th;gk\?hats$5n be quite simply answered.
MICHAEL WAITZKIN: I am at the Yale Law School. I would like te return
to a comment that was made several turns back,that seemed to slip
by uhnoticed and that I thought was relatively important. This was
in regard to the.discussion of whether the decisions of the peer
review committee should be published to develop some sort of common
law and to develop some sgenerally acceptable provisions on ethical
"standards. The gentleman. who responded to that question sgid some-
thing that was rather important. 1t seemed to me that what he was’
saying was that the intense competltlon between scientists in his
view would prectude the publication of such reports. Thi's level of
intense competition among scieptists, as reflected in that comment,
is not always compatible with the interests of the recipients of -
the care that they are giving,-the subject'in the experiment, or
compatible at all necessarily with the development of general ethical
- « - principles. This is the point raised, and I think it reflects some-
thing that- other people have' said: the groups that have been on the’~_~
—- . stage today tend tg be Tompatible among “thémselvés and incompatibie
- perhaps with the interest pf the audience. If we had had that
* gentleman on the stage with these gentlemen, I think that point
could have been raised moré easily and the concept been more clearly
artlculated -

-
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UNIDENTIFIED: There seems to be a great concern abour the possibility\\\
of the kind of collaboration that has been so often suggested here.
I wish to submit that perhaps we are thinking of ourselves as much
too special. | don't think the subject of ethics and morality of
human’ expérimentation, on which I have worked so many years, is
really so different from some of the problems that communities have
tackled in education, housing, social welfare, environment and the
like. I think, frankly, that many of us -- and I exclude myself at
this point -- distrust the public; and the reasons that we aremn't
naking the committees fully knowledgeable about these things, or
even having committees in some cases, is that we don't really want
them to have this information. We talk about it, but we haven't
really set vp nethods—te-make-this possible or available. If the
same kind of 1ntexest-~and campaigning and the same kind of selling,
if you will, that has been done in the fields I have mentioned were
done in this one, I think the problem would be substantially )
lessened and reduced. We would have the kind of .general and, I hope¢,
- useful and constructive criticism that we claim we want. °
! If we really do, then lgt;u§ see whofher there are not' methdds

& well known to_ all of us that can be applied here. That would, of -

‘ . . course, include that we have joint activity among the professions - K
and the others, teaching and training; that We perhaps make available -

. all kinds of seminars gnd the.like, not just of this kipd but ’ )
throughout the country, and open the various committees that presum- . 'y

ably are setting up the standards that we have. This would also,
. . 1 think, take some of the bite off the need for regulation if we are’

willing to accept community determinations. They are nor all going .. | L4
* to be good. Some .of them are going to be very bad, but I think it

it worth trying, and if necessary we will live with some of those .

and turh to education, turn to publicity, if you will, turn to all

.the techniques we are familiar with fo try to get the kind of right

decisions we claim we want. . ,

»
.

ROBBINS: Thank you. ,Does the panel wish to make any final comment?

,EISENBERG: Well, I would”wholeheartedly concur that in the end it is
soéiety or those people who have the power in sofiety who will
) determine what science is and wh4i) sci®nce does, and what physicians
- _ are able to do. . . ‘ ‘

™

One of the elements of unreality in this discussipn is the failure -

to ‘1dentify some of the forces in some of the reasons for the attacks

! on science, part of which thinksgthat scientists have done what they
: shouldm*t amd have charact®ristiWe that ‘they pretend they don't have. -

' But 1t is also true’ that there are a variety of reasons for turning

ufn a mindless way when those for®es that have beef identified as a
(. source ¢of evil in society make them a much easier target than look-

ing at_the political forces that distorted the potentia}:progress

of «society, When One looks at the kind of lovely issues that get
discussed at an ethical level, geiﬁécular{X jin fetal research, one

N
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also understands that sbme of the opposition to fetal research has
liftle to’'do with the ethics of anything other than the ethics of -
abortion as it -is perceived in some people's minds. That is why

- Edelin is getting it. The connection between Edelin and the so-
called, grave-robbing case is that they all came out of the same
contacts. WKho is being denied the care? The black and the poor,
and I thlnk that ought to be put into the context of thls discussion,
too. tt

HALPERN: The notion of the attacks on science as being a framing con-
jcept in which you should deal with these ethical issues we have been .
airing is, I think, a very grave mistake and one-that I have seen
repeated all too\often. I had the éxperlence with one very good )
research scienfist who came to defend an indefensible research
» protocol -- con51derably worse, Dr. Thomas, than what we Have set - .
out here «- simply, he told me, begausé he feﬂt that scignee was ¢ v, .
undeT attach everywhere.and that it should be defended on the beaches” ' - -
., .and in the mountains. . -
¢« . _NWIf we are going to have the kind of collabo;atlon some of us
have discussed, it 1s go1ng to be only on the basis of shared con-
. cerns dnd shared values, not on a.conceptualization that looks to_
sciénce and its attackers.and defenders. -
¢ . . . . N J .
ROBBINS I want to thank you all for being, here. There have been some °
obvious deficiencies in our system, but, as our Forum pointed up, ° \ :
nothing is ever perfect. Qn the other hand, there has been some
considerable discussion of important issues, discussion that I hope
we will continue in the spirit that has existed here.
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DAY if
; ' AN- OVERVIEW X

Lewis Thomas . .
Chairman . . ,

It was, in my view, a useful Forﬁm and I am glad it was, held, but 1 ) R
hope- fervently that there will not be another one. The chief value of ° . o
this exercise was im its demonstration that you cannot settle’a problem d ‘
of such complexity by calllng in representatives of two, already quite
polarized, points of view and 1nstruct1ng them to discuss the problem
as though it were a matter of pr1nc1p1e. .
I suppose.it is, after all, a mattér of prlnélple -- in the sense
that you can always line up two oppos1ng sides, one asserting that human
research is always, under whatever circumstances, an unqualified social
evil, the other affirming, just as flat{y, that it is quite -generally a
gopd endeavor. [Indeed, we came nedr to this degree of polarization at
several points in the Forum, .and the dlscussxon led nowhere beyond the
confrontation. - -t L
I emerged fromgthe sessions with a,different viewpoint. Pr1nc1p1e ]
or noy the questibns before the Forum turned out to be matters of <
extraordinary detail, and there is really no way to conduct a broad dis-
cussion in two days when the details are all so crucially important, - .
and espec1ally when none of the participants had anythlng 11ke hard o,
analytical’ information concerning the detail. -
Most of-the bits of detailed 1nformat10n that I now feel the need
for are actually lacking on my sidé of the fence. As an old defender
bf the importance and value 6f clinical research, it embarrasses me that
I know so little,. factually, about how satlsfactorlly and safely the .
present system works. ‘I do 1ot really know for sure that,the review
committges inall hospltals, or even in some, provide total protection
against trivial research, research for the sake of writing papers, re-
search carrying some hazard for the subjects, or.research holding no

pwommseuoﬁ benefit for anyone. J thznk.the system works well as seen

. .
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firsthand in the teaching hospitals I've known, but I reilly cannot
prove anything beyond the hunch and the obvious wish.. This was rather
effectively pointed out on several becasions by the Forum participants
opposed to today's system. .

Therefore, I conclude that there isia rather urgent need for someone

‘to make a ney 'study. I am aware of the books already written, and the

evidence presented, much of it anecdotal and placing great emphasjs on
individual instances of conspicuous sin, notably the Alabama syphilis
study. I still feel the need for much more information. I suggest

that the matter be placed before the Institute of Medicine, with the
suggestion that this organization authorize a full scale panel of ex-
perts, representing all sides of the issue, to conduct a study, at

first hand, of the review mechanisms, protective rules, approved crite?
ria, et cetera, in a meaningful sample of the teaching hospltéls of this
country.

By information in detail I mean such matters as the size and composi-
tion of, the review committees, number and length of meetings he}d in the
past year, number of projécts reviewed, number approved and rejected.

It would be of special fnterest to have detailed information about the
rejected category, sincg this might provide clues as to the existence
of real hazards in todayNs system. .

I was alarmed by some of the charges of injustice, inhumanity, and
coldness made at various points in the Forum, and it seemed to me that
'American. medicine would be in deep trouble for its future if these were -
shown to be generally true.« I cannot Believe that the teaching hospi-
tals are up to the sorts of mischief alluded-tg, nor so lacking in ef-

" _fective mechanisms for the surveillance of their own clinical research.
iBUt I would like to know what the facts of the'matter really are. .

[ .
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WELCOME

Donald S. Fredricison
. ;Preszdent
- "Institute of ﬁed:cine
> ‘

I am privileged to serve on the General Advisory Committee .0of the Acad-

emy Foxum. At a recent Committee meeting another medical member;

Dr. Frederick Robbins, and I were guilty of setting up a rhetorical fuss

with the other members of the Committee, who represent the variety of

disciplines within the National Academy of Sciences. Why, we asked,
when portions of the world are faced with imminent starvation, when we
are down to the last half-centuxry or perhaps quarter-century of the use
of fossil fuels for all time, when we seem to be Spraying away the only
ozone layer that we are ever likely to bave, when inh most of our great
urban centers the systems for mass transit and for-the administration
of criminal justice‘seem to be vying with each other for' honors in in-
adequacy -- why, in the face of all this, does the Comnittee spemd so
much time discussing more provocative medical topics for future forums?
This, T confess; was a sham. The obvious answer was written in the
faces and 1p the words of yesterday's session, ever groping for the
meaning of life. We have found a subject of great and continuing fas-

- cination and certain extraordinary importance in the question of what
man ig doing to man in the interest of humanity and through the medium
of science. Some of these most intensely personal interagtions fall
under the rubric of medicine and biomedical research. TIf they sometimes
involve abstractions, they are universal ones: the beginning of human
life; the end of it; and in between, a great unknown that differs from

. some therother voids out there on the rim of human perceptions. For

this biomedical void is constantly being filled by human endeavor, and

with each turn of new knowledge and new technique comes another problem
and another tough decision to be made.

It is small wonder that such decisions are not left for a single pro-
fession to make on behalf éiifijuﬁ, and it is no wonder that they cry
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for open and constant debate.  Inc conflict of values inherent 1n med:-
<ine ¢nd in the whole health care dilemma have special interest for that .

nody of tne Acuder; hnown a< the Institute of Medicine. At least half
of the participant~ 1n yesterday's Forun sessions included Institute
- aJerbers Oor other: who have heen involved 1n 1ts activities. The pro-

vi<1ons 9f the cnarter and the pattern of enrollment of part1c1panxs 10
. 11s actisities reflect the great diversity of professions, of institu-
tion~, avd sf oF.nions tnat arc 1mvolved 1n dealing with health as a -
. Tarlile Issai The Institute of Muedicine 15 1n one sense a coniinulng
forur, regularl. engajed 1m0 the aind of ecunenical debate and the bal-
. ancung :f tensic0n< that are characterastl. of this two-day meeting.

Recentl. tne Institute has recelved a generou< grant from the Andrew
' » Mellon Foundation to structure and examine some of the critical ethi-
cal choices that are po<ed by a wide range of public policy decisions
.Oon.erning nealth practices; and 1t 1s of note that among the activities
proposed are .several that were discussed here yesterday, including the
conpirlation of a record of the decision-making process that might help
zulde further decisions 1n 1nformed consent and experimental procedures.
Many of sou will take hack to your own institutions a desire to im-
plement ways to answer some of the questions that will be unanswered
after this Forum. And so too, the Institute of Medscine will attempt
' . to knit further the raveled sieeve of these disctissions, which now
begin again. -
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- THE MILITARY / THE PRISONER
Albert B. Sabin '
Alvin J. Broénstein
. . William N. Hubb;rd, Jr.
’ é' 'é‘};
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A ! .
ALBE&T SABIN - oy N

- 1 will make my points briefly at the beginning and then document them
to the extent that time permits.

1. Some of the most important preventive and therapeutic products
1n current use 1n human medicine could not have been developed without
the use of adult human volunteers 1n nontherapeutic medical research,
that is, gesearch on persons who do not have the disease or disorder
under study and are not in immediate danger of acquiring it. g

2. The ongoing need for such volunteers from armed forces, prison,
and other population groups 1s as great as ever for acquiring the knowl-
<edge needed for the eventual control and optimum treatment of important
infectious and other diseases.

. 3. Personal expgerience and the dlsp3551onate observations of

. others -- by this I mean those who are not themselves engaged in bio-

‘ medical research on volunteers _-- testify to the important personal )
‘gratifications that the ma)orlty of adult yvolunteers derive from the .
justifiable conviction that their participation contributes knowledge
that, cannot be otherwise obtained for the elimination or rélief of human
suffering or in the case of the armed forces volunteers from providing
the knowledge needed for the optimum management of the hygienic, nutri-
tional, stress, health, and other problems -- and here I want to indi-
cate espec1ally problems that are peculiar to service in the armed

forces
4. Consent without coercion is implicit in the word volunteer. . ‘
Coércion in the sense of enforcing or bringing about consent by force or .
threat, as is well described in the Nuremberg Code, is not part of the
‘ American system of recruitment of human beings for service as subjects

v
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10 medical research, and contemperary <ritics of this system do not have
this type of Ctoercion in ruind. The 1ssue coenters around a more subtle o
iype of coercion,” more ajong the lines of seduction, involving opportun-~
1t1es for temporary escape from boredom and unpleasant surroundings (for
example, those 1n prison) or undesirable acti.izies (for example, some
nrlitary duties) and offers of modest financial gzin not otherwise
available to the volunteer.

The conclusion that no man 15 2 free agent
armed forces and that accordingly the express:
-C10n s 1mpOssible under these gOﬂdlLlOﬁ‘ 1> b ,
an untenable definition of coercion intolhing sar¢ subtle factors

In prisons or in the
c
<
) that .nfluence so-cafled freedom of choice 1n & everyone's life.
t
u

Ch Consent s1thout coer-
s¢d, 1n oy judgment, on

tor instance, I nay want 0 pdﬁ»h somebody 1n the nose. Maybe before

thist symposium 1s over I will feel like 1z. Bur the law restrains re.

I do not have that nuch free choice. I want to do many other things.

I want to cross thke street against the red light. [ am 1n a hurry. The

law says 1f I do 1t and I am caught, I will have to'pay the price. So

we are all constrained by certain limitations on our free choice and !
' maintain that the free choice 1nvolved 1n \olun*eerzng falls wi1thin the
same category. It 1s not identical among those ser.ing in the armed
forces and 1n prison.

5. There are some very good people, who, beczuse of their sincere
concern for the protection of human freedom, opposc medical experiments
on human volunteers in prisons as part of ghexr justifiable wish to re-
form the penal system. But I think they are misguided because: .

4 N
{a) 1t 13 the least ob;ectxonéb]e aspect of the current penal sys-
tem, 1f 1t 1s objectionable at all, and 1ts elimination would have
very little 1mpact on bringing about the more truly desirable and
urgent changes, and
fb) 1t would eliminate something thét in the judgment of others
who are also Loncerned with the protectxon of human freedom 1n-
cluding prisoners, lis highly benefic:ial for the vast majority of

throSe who volunteer. '
6. You have all heard about the Muremberg Code and Declaration of ‘
Helsink1. T would like to introduce a Sabinm Bill of Rights in this , ° ;

particular issue. I would like to propose that the right to vqlunteer

for medical experipents, carried out under properly supervised and en” -

forced guxdellnes and conditions, is one of the human rights that should

 hot be denied to anyone because o; service in the armed forces, impris- .

‘onment for a crime against soclety, unemployment, poverty, boredom,

or even a sincere desire to help others. That 1s a right: that should ‘.

not be denidd to anyone. . )
During the firs? session of this Forum; Dr. Lewis Thomas d;scussed'

. the benefits of research with humans. 1 should like to emphasize hefe
séveral benefits and briefly describe some personal experiences with '
army, ‘prisoner, and medical student volunteers. .

o
v
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Dr. Franklin A. “eva of the \ational Institutes of Health recently’
pointed out that: i

The fact that physicians, not only in the United States; but 2ll
over the world, can treat malaria in as rational a pharmacologic
fashion as they do is largely the result of malaria volunteer re-
search programs that have existed for the last 30 years...The malaria
program of the \ational Institutes of Health at the Atlanta Federal
Penitentiary has recognized anrd, we believe, has fulfilled the high-
est standards of medical ethics in clinical research by obtaining
truly informed consent, by exerting no direct or indirect coercion,
by having a record of minimal risks fe.g., no deaths in more than
4,000 infections since the 1940s), and by producing results of great
.medical importance.~

Extensive malaria volunteer research programs have also been carried
out under the auspices and with the financial support of the U.S. Army <
Medical Research and Development Command since World War II. The con{”
tinuing emergence of drug-resistant varieties of malarial parasites and
.-the need to explore possibilities of active immunization against malaria
T will’ require ongoing experiments with human volunteers under ‘conditions
9f strict isolation and ongoing observations such as are uniquely avail-
“able in prisons.

. The recent extraordinary advances in our understanding of viral
“hepatitis would have been impossible without the infrastructure of
“knowledge and the banks of specimens -- .serum specimens, stool speci-
mens. -- acquired from studies on human subjects during the decades since
horld war [I. Moreover, if suitable candldgte vaccines should emerge
from current exploratory studies on chlmpanibes and monkeys, the ulti-
mate decision regarding their suitability and effectiveness in human
beings will be possible only after careful, stepwise studies on human
subjects under strict conditions of isolation.

. The ultimate control of epidemics and pandemic¢s of influenza rests
on past, presg;t, and future studies .on hungn subJects under carefuliy

IS

controlled and) isolated eonditions. , . .

‘My_own expeérience dates back to World War 1{ and 4ncludes medlcéﬁ
students who volunteered for studles-on a vacc1ne agalnst,Japanese
encephal;tls and others later, that is, after the yay, on a vaccine
against Dengue. Fever. ‘It inéludes studi€s - on prlSODETS at the New
Jersey State Prison at .Tréntoh who served as SubJéQtﬁ for basic studies,

on Dengue aﬁa Sandfly Fevers, and about ‘fwenty-twd years ago on hundreds
of prisoners.at tfie Federal Reformatory t Chillicothe, Ohio, who served
as subjects for basic studies On van10us<attenuhted pollo virus strains -

that ultlmately led to the sélection 6f the, strains currently used 7. -
~throughout the world for the preparation of the live attenuated polio . -
virus vaccipe, admlnzs;ereﬁ'by mouth. v . -

. -My first asSignﬁbnt on arrival 4n Egyptaln early 1943 was to deter-
mine the relative efféctiveness of British and U.S. repellents against

ported to have rendﬁred noneffective about 70 percent of‘the Brltlsh o
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forces during Rommel's first successful attack on Tobruk, and was known.
to be prevalent in Italy, wirich’Was still under Nazi”occupation. Amer-
ican military personnel; including myself, and one British colonel

. served as volunteers in these ‘tests that were carried out along the Dgad

Sea in Palestine, the only place where we could catch thousands of sand-
flies at that time pf the year! ’ >

The available time does not permit me to analyze- the varlety of mo- -
tivations I encountered in individual yolunteers but there ‘:is no doubt
in my mind that the desire to be of service to others was a "dominant_mo-
tive and that the majority of volunteers derived théir greatest gratifi-
cation from the feeling that they had done something good for others.

My own impressions are fortified, by thqse of-others not personally
involved in the direction of spch experiments. Te cite only-a few! - the
1974 article, "Prisoners as Lakoratory SubJects," by Dr. Norvell Morris
and Mr. Michael Mills of the Cghtersfor Studies in Criminal Justice of

the University.of Chicago)Law,schoolli the 'very recent report of the -

Fordham-Yale Prison Research Group entitled, "Pharmacological Testing in
a Correctional Institution"3;-and an article entitled, "$20- a-Day Guinea
Pigs with a Nose for Medical Research" by H. Lawrence Lack. 4 .

I am not saying that some research on prlsoners in some prisons is
bad and should be” corrected. I frankly do not knmow. All I can say is
that the situations under, which I worked showed how well it could be
done. Moreover, there was no breaking of the Nuremberg-Code, there was
no coerc1on, and it was very beneficial to the prisoners themselves. If
I were, 1interested _in the welfare of prisoners, I would give those of
them who desire to participate the pr1v11ege the right, to do it and
not prevent them from'hav1ng that Opportunlty _ . .

. . .
> R . .

—
ALYIN BRONSTEIN . . .

I believe that the presentations so .far-have been rather vague, with no
clear positions taken. No one has attempted to describe or define in-
formed consent. No one has mentioned the yse of captive populatlons in
human experimentation} and no one has ment1ongd the state's involvement
except with respect to the regulations concernlng medicdl, experimenta-
tion, but not with respect to the contrdl of the subject population.
Finally, no one has mentioned the Constitution. °

I would therefore like to start my presentation by stating some very
definite positions with respect to the use of prisoners for nonthera-
peutic medical experimentation. .

1. I do not challenge generally the, ethlcs of the experlmeter. I do
not believe that is terribly relevant to the major issues except, of
course, for the occasi?nal abuse. If we cannot agree that there have
been published reports
testing -- for example, untreated syphilis victims, incidents of hepatl-
tis in state prison systes, and injection of live cancer cells into
patients without their knowledge or consent and without the knowledge,

. - Ld I'
. . ; .
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of occasional abuses in medical research and.drug
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and consent of their doctors -- then there would be no point»ig.further

d1alogue1 . o
It is not so much:the actuzI“‘UCCHSIonal abuse of taptive human sub-  *~ .

jects, but the potential for abuse whith concerns *me. And it*is the .

poteﬂtlal for abuse combined klth the state's control in prisons that . :

is «f most’ concern.

- 2. 1 do not challenge the facf that some Of the most important prod-

- ucts in current use in human medicine have.bgen geveloped with the use -,

of human adults who allegedly volunteered. , )

3. I do not cthallenge the need for -human subJects on a cont1nu1ng . \

R basis in the future. . - .
' 4. 1 do not challenge the fact that there is.some amount of coer- - .
cion that influences every decision that men and women make throughout ) ’
R their lives. ’ ‘ ’ , .-

. ' -

- 5; r .do hot claim that_prisoners have 2o rlght to volunteer. - - - - -~ -
) 6. I do not challenge the use of prisoners in medical experiments
. as part of, to quote Dr’ Sabin, a *justifiable wish“to.reform the penal - .
. system." I am not intefestéd in reforming the penal system. - The “penal .
’ system tn this cou try is a-cancer on our Society. I know of no doctors
: who are trying to reform cancer; they are trying to’ e11m1nate it.
* My position with respect to the use of prisoners in nontherapeu-
~ tic med1caI experimentation is simple ahd clear; the de facto environ-
. ment-of prisons is such that you cannot create _an institution in which
- S dnformed consent without coercion is feasible.2 [Given the nature of
4 the institution of prisons, and the'dégree of 1ntrus1on on the individ-
ual, his body and his mind, which necessarily results from nontherapeu-
. tic medical éxperimentation, the constitutional rights of the individual )
s Prisoner to be free fromvinvasions of privacy, free from invasions ‘of .
*  hiS human, dignity, free from cruel and unusual punishment, and free from
1nJur1ous state action without due process are violated. -
~ The most important. thing that distinguishes the use of captive popu- . '
lations as human subJects from all others is the involvement of the’
state. The state has possession of, and delivers to the scientist, . e
bodies” over which it has control. In an earlier debate Dr. Sabin ex- d .
‘ pressed outrage at mynsgglng that the state delivers bodieg to the . .
. scientist apd particulafly objected to the use of ‘the word bodies.' 1 .
am sorry that the use of this word upsets him, but I believe that it is
a fair and accurate characterization. The stat€ has total cgntrol over ,
+ the prisoner and creates the conditions of coercion”that I will d1scuss S
$hortly Furthermore, every commitment order I have .ever seen contains .
*.. the language that the "body of the defendant shall be delivered" to
- whoever the part1CuIar custodian is. I would like to illustrate the -
b degree of state control over a pr1soner by quoting to you the off1€1a1
position taken' by the United States in a brief filed by the Solicitor

-

General ‘in the Supreme Court of the United States this past January. . .
Th1s case did not deal with medical experimentation, but rather with . &
the claimed arb1trary transfer of prisoners” from..one institution o . .
another. In 111ustrat1ng that the prisoner had no right éo protest his
‘transfer, the government said: . . .
, : v, 131 . - . R
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. .{t}he very fact of his eonalctlon for a crime, and the legitimate .
. placement of his person into the hands of a custodian who will be ~
- résponsible for His safekeeping and the supervision of the most in-
* timate details of his life, removes from the prisoner any legitimate
) expectation that he will be able to control the conditions of his
F <« - confinement.” ' -
- would now like to discuss informed consent as a legal doctrine.
- We must keep in mind that it is necessarily a flexible doctrine. Obvi-
e “~" 7 ously there will be djfferences between informed consent for a mental
patient or a prisoner and for a college student in the free world who .
. volunteers for an experiment. But it must always copsist of three ele-
- fnents: competency, knowledge, and voluntariness. -
s - . _The huremberg Code, in deflnlng voluntary consent, which the Code . ,
indicates is absolutely essential before you may experiment on a human
subject, states in pertinent part: - 1

.. .that the person involved...should be so situated as to be able to_
exercise free_ power of choice without the intervention of any ele- .
ment of force, fraud, deceit, duress, over- reachlng, or other ulter- ’
ior form of constraint or coercion and should have suff1c1ent knowl-
edge and comprehension of the elements of the subject matter involved
‘as to enable him to _make an understanding and enllghtened deci-
siom:... .

Y

’ I would 1ike to give you an example of the state's involvement in
* experlmentatlon with prisoners and the state's version of informed. con-
. “sent. The Patuxent Institution in Maryland 'is a maximum security in;
= i stitution for prisoners who are civilly committed there as "defectzve
- . . delinquents" for an indeterminate sentence up to life. In response to
g recent claims that prisoners, who aré euphemistically referred to as
patlents at Patuxent, were being forced to participate in drug studies,
° ” the gdverning boards at Patuxent just two weeks ago issued the follow-
. 1ng Treport: - R4 ) - - L.

.
» - - *

>

- - Férced Participation in Dfug Studies. - The Joint Boards £ind po evi-
dence that participation by patients in,drug studies within the Inﬁ.
s . Stitution was forced. All drug studies conducted within the Insti-
— - v tution must first be approved by ‘the Governing Board...All patients
i v - were told that participation‘was on a voTuntary basis; and .those who
- did participate gave their informed consent to the extent .that in- «
[ formed consent is p0551b1e in an *nstltutlonal setting. No_deubt ’
. many patients were motivategd- to part1c1pate in the drug-study by the -
money they received For their part1c1§at10n and by the expectation - t

- . ,that their participatign would beneflt them WitRin the Instltutlon.“
. - . Thé Joint Boards de not helieve that the presence of “these'factors . .
‘. ., makes a patient's par?1c1pat10n in a drug §tudy forged. *Furthermore, .
. ™. .0 " thére i% fo évidence 'that.a patient's partlclpatlon in a drug study .

actually does improve his chanqes for early release or in any way. - - .
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affects his progress within the Institution. Nevertheless, it is
difficult to see how these factors which affect a patieni™s choice
to participate in a drug study can be entirely eliminated beczuse
patients|{ have few opportunities to earn money within the Institution
and genexally/cannot be disuaded- from believing that everything they
do affects their progress in the Institution.

Thus, you see the state, which has control of the prisoners, ‘which
approves the drug studies, whith creates the coercion, admitting the
existence of the coerc1on but denyin% that there is ‘forced participation
in drug studies.

Let me illustrate the ‘impossibility of awvconstitutionally valid in-
formed consent -- one made With competence, full knowledge, and volun-
tariness -- by talking about the quality of prison life. Keep in mind
throughout my description the important need that was expressed by al-
most all of the speakers’ yesterday for openness, exposure and prohibi-

* tions against secrecy when using human subjects. For example, Dr. Moore
said, "Don't work in secret”; and.Dr. McDermott said that "The climate
of openness is most important."

Prisons in this country are closed, secret, and inherently coercive
institutions. Contrél and secur;ty are the paramount concerns of the

o Prison administrators. Rehabilitation of prisoners is neither the goal
nor the practice. More than 90 percent of all the monies budgeted for
corfections in this country goes for control and security, Less than’

. 10 percent of the entire corrections budget in the country goes for thé
ridiculous and ineffective programs that exist in some prisons.® Most .
experiments using prisoners aré conducted in medium or maximum security,..
Ainstitutions. 6 Thesé are the institutions where'the control is the"
Closest and most coercive and where conditions are most oppressive.
‘These are the 1nst1tutrons where ‘the prisoner has the fewest available ,
options. For exampie!, let us Jook at the available options to a state * ~
prisoner in Illinois at the maximum security prison at Stateville, where
they are conducting malaria research on prisoners. According to the
last available data from the Law Enforcement Assistance Administration,

- a division of the Justice Department, a prisoner in Illinois can earn a
-daily wage rate at a regular prison job of from thirty-two to fifty-five
cents. However there are only jobs available for approx:mately one-
third of the pr1=oners._.0n the other hand an I1linois prisoner can
earn fifty dollars 2 month as a research subject in the malaria tests.’
Prison wages generally, ot, the absence of them, act as a coercive force
in prison life. According to the same LEAA data, six states pay no
prison‘wages at all, seventeen states pay lgss than fifty cents a day,
twenty-one sta¥es pay between fifty cents and one dollar a day, and six
states'pay more than one dollar a day. In those states that do pay
someﬁhing the estimated percentage of prisoners who earn wages ranges
from 10 percent to 95 percent so thatgnot all prrsoners can €arn wages
even in those states which pay wages.

The extensive use_nf__ndeterm;nate—sentences in“this country is .

toe another c¢ktremely coercive element in prison 1life. The prisoner knows
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that the date of his release from prison, the single most important .
thing in his life,” is subject to the whim and caprice of the prison ad-
ministration as well as his behavior in prisén. Pleasing the prison
admlnlsﬁratlon becomes an important element of prison life. And pris-
oners khow the-e¢conomic advantages to prisens of having drug programs.
The existence 'of parole boards throughout this country, which make the
single most important decision in a prisoner's Iife, is another pres-
sure, Even for those prisoners who do not have-indeterminate sentences,
his or her release date is still indeterminate in the sense that it is
decided by the parole board. 9

The.barrenness of most of pfison life is another factor. Having drug
programs in maximum security institutions helps to continue the exis-
- tence of these institutions by providing a pr1soner one of the few es-
capes from the reality of prison life. If a prisoner were in a commun-
ity facility or in a very minimum custody facility with a wide range of
available activities he would nbt use the sometimes painful and some-
;1mes dangerous participation in a drug program as the only. escape from
“prison life. In a.medium or maximum security institution; of the kind |,
where most medical experimentation on prisoners takes place, the state’
exercises total control over every moment of the prisoner's life. The
state tells the prisoner how, he must 11ve, when to-sleep, when to get
up, when to eat, what to eat, what to'do and when to do it, all adding
up to the most oppressive and coercive institution that we havetln our

. society. ,

It is my firm belief that hav1ng regulations and proceaures and re-
view committees will not change this inherent quality-of coerciveness,
nor will it make possible a legal informed consent to participate in
medical experimentation. On this point I would again like to quote
from the Solicitor General's brief filed on behalf of the United States
government im the case I mentloned éarlier. In dlscu551ng why proced-
ural due process pefore a prisoner is transferred is unnecessary the .
government states: ‘

To a considerable extent, subjection to potentially uninformed

| decision-making is a _necessary result of committing an individual to

a custodian who will control the most minute details of his daily »
life. Realistically, the potential for unfalrness, even under the
most comprehensive procedures, can be e11m1nated only by e11m1natrng

'

A growing number of people who, next to prlsonersg know thé quality
of prison life best -- corrections officials -~ have come to the same
conclusion about the use of prlsonegs for medical experiments. A fair-
number of states, most recently Pennsylvania, Massachusetts, and
Illinois, have bafnned use of prisoners as human subjects because
they recognize the diffICulty of obta1n1ng a legal informed consent in

prison. As one corrections official in Oregon put it: e ar¢ not
runhlng a Greek democracy hﬁﬁ? ~- no man is a free agent in prlson nll
N ) . .4_ . , .
- - .\ - - ;
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Finally, we have this issue of weighing individual risks against the

benefits to society. I think that fssue is irrelevant and cannot be, -
ethically reached with you are dealing with prisoners. Again, it is
the involvement of the state that makes the potential for abuse so over- '

whelming that it precludes that issue from consideration. If*you agree, .
as many of you have, that you cannot obtain a totally legal Anformed , .
consent, then You are permitting the state tq be involved in this risk-
benefit measuring. Why should we gven bother with consent if the bene:
fits to society are great enough? We can pass over the risks to
individuals where the state decides it is for the greater good of soci- .
ety. I think that. the risk-benefit argument is’a very scary and danger- -
ous one when you are dealing with ‘the state's captives. .
. Let me give you some examples of.the power of the state. A few.years L

- ago the state of California believedd that it had the power to perform °

lobotomies on "dangerous' prisoners. Indeed, the state of California . -

through its agents, neurosurgeons, exercised that power on a number of

prisoners until a publig disclosure and adverse publicity brought these .

exsgbiments to a halt. ¢ The state of California believes that it.has | ' g
* the pbwer to administer.the drug anectine to -prisoners with "behavior .

problems."13 Anectine is-described by prisoners and others.as simulat-

ing déath. Just two years ago the state of Iowa believed that it had P

the power to administer the drug apomorphine to state prisoners for such .

violations as refusing to say "Yes, Sir" to prison guards. Apomorphine

induces serious nausea and vomiting episodes, and the state of Iowa be-

. lieved it had that power until the United States Court of Appeals for
the Eighth Circuit recently said otherwisg.® Aboyt two years ago the .
Federal Bureau of Prisons believed that it had the" power to transfer !
thirt}-one federal prisoners who were considered serious problem pris-
oners to an aversive behavior modification program called START at the

o Federal Medical Center in Springfield, Missouri. A federal court re-
cently xruled that the B*geau acted in viqlation'of the QOnstixution in
making these transfefs. ) !

' These, of course, are gross examples, but they do illustrate the po=
tential for abuse whert the state believes it has the power to measure
individual risks against societal, benefits. I don't believe the state .
should have that _power in a free and democratic_society. I think it is
dangerous for prisoners. [ think it is dangerous for me and for you.

&

WILLIAM, HUBBARD . ' ' _r

. We have heard‘both yesterday and today the reiter;tién of a dilemna.
* " From the point of view of logic this ‘is important analytically, but it

does not arrivesin and of itself at any kind of operative solution. -
The dilemma itself has been well described. However, I ‘would suggest

that the problem before us is not to further illuminate py reiteration

the dilemma itself, but rather tp work toward the solution of the prob-

] lem of preserving the perSonal and social benefits of research carried

. out in~settings that are degigned to be limiting on freedoms while ‘ .
. avoiding the exploitation of the situation of the institutionalized person. 0,
v . , o ..
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The paradigm of this problém 'is the prisoner or the common soldier;

but studengs, laboratory workers, and patients in other than private

care settings are perfectly valid examples of other groups involved-in

this same dilefma: It is also worth mentioning that the Nuremberg state-,

ment refers td ulterior coercion. In. recognizing the moral implications
' . of the Jogical positivist position, exemplified by such writers as Skinner
and Munod, there is a nullification of the legal idea of a free-will .
decision betause every person is ultimately coerced to reach a pogition

because of.his genetic heritage and his life experience. :
In'proposging, then, a means of solution to the problem or a synthe-
sis of the dilemma in Hegelian terms, I will use the example of drug . ,

testing in a pyison populatién, djrectly implying a generalization of -
' the example and proposing a general- synthesis of the dilemma.
Dr. Sabin ‘and.many others hgve described the unusual and perhaps.
unique value of utilizing a prison group living in a defined environment
\ - that'is 'subject to control and in which the individual is.not penalized
by removing him from his alternate activities in order to devote time
;o - to an experiment. Since these very samé people typically have quite
‘limited opportunity to contribute to the generzl welfare, participation

. in efforts carrying large potential social benefits does, in fact, add
. to their own sense of self-esteem. .The. opportunity to-make the choice )

: of parficipation,- whether by the Sabin statement or less explicit ones, -
~ is eeally an unusual chance for self-determination in a setting where

4“2&;&.‘Ji\$’mqst activity is directed by regulation and authority. These advantages
4”}.9&9@ are documented in recent.publications.ls BN N -
As I understand 4t, the potential advantages that are available Ffrom
. this kind of invéstigation are generally accepted, and the dilemma is
o created by a judgment. This judgment is that whatever the advantages -
may be, they are counterbalanced by the exploitatién of the person of
- . the prisoner. The problem of exploitation has, been very well defined.
by Mr. Bronstein. ‘This definition asserts that the very circumstances
of being a prisoner are so highly coercive that a free-will deefsion is e
unavailable, that participation is tHerefore unconstitutjonal and, among
other things, is a form of cruel and unusual punishment. Furthermore, }
[ © it contends that research ptotocols may be and have beéén actually, con- i
.. ducted in an inhumane and disrespectful way insofar as human rights are . -
‘ ‘concerned. ) , ‘ v
- 7. The philosophical, ethical, and theoretical aspects of, this problem
* havée been widely discussed in both lay and professienal publications. 1
will therefore confine my remarks éntirely to an empirical approach to
the solution of the problem. . This approach is based on almost’ fifteen
’ years of continuing personal aSsociation with the planning, development, .
" and operation of a program of pharmacological testing in humans conducted*
- at Michigan correctional imstitutions. This actual experience in 3
problem solving constitutes a case study approach to the broader issues
. ’ involved. - i : N :
The State Prison of "Southern Michigdn is the largest walled penal in- --
- stitution in the United States-and, indéed,. in the world., It is designed
for maximum security. It houses'approximétely 4,400 mgﬁ: 45 percent - .
I‘ N " - R 'o,
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of them white and 55 percent nonwhite. A pool of approximately 745
_  volunteers now exists, consisting of 67 percent white and 33 percent
nonwhite.. The corrections officials in Michigan are progressive,” and
provisiens for recreational and rehabilitative programs are, in fact,
abundant. * Outgoing mail is+not opened, and incoming mail is inspected
only .for contraband. Inmates have adcess to telephones any time they
~ avé outside of their cells, which i§ most of the day. It is not a

1

pleasant place; but to the,extent compatible with the necéssary regi-

mentation of life in pzisons, the dignity and personal rights of the in-
mates are preserved. It is this environment, this quality, developed

tional institution.

through the Department of,Corrections, that provides the initial feasi-~
bility for the proper conduct of clinical research within that correc-

The informatiom regarding the testing programs is distributed at the
-~  time the new inmate is admitted to the institut

B usawec. &

ion.

This is thg only -

. dfiméuncenent or crecruitment notice that he will Teceive. He hifself

* " must initiate the writing of a letter to the clinic sponsor in order to

‘wbe considered for inclusion as a member of the clinic researth panel. .
A scale of payments.is set by.the Depargment of Corréctions and is
adjusted for inconvenience ,and sometimes discomfort,(suth as finger
sticks and vena punctures. The sponsors of these programs of research
carry thé*full liability for any injuries that may occur and for the
medical care-and costs for any time the inmate may lose, because of the
* experiencq, in his normal. prison occupation. If someone were to engage
in a study that lasted seven days, and this would be somewhat unusual,
"the average income for that .seven-day period would be about $78.
The prpposed protocols are reviewed by a protection committee that
is eomposed of: two biomedical scientists; three practicinf physicians;
two attorneys, one of whom must be and is identified with prisoner advo-
‘cacyf'%nd one- 1ay membei. That committee meets 3t least every month to
review the activities of the program. Each member of the committee has
veto authority on all decisions; each decision must be unanimous; and a
. mnegative decision cannot be overruled. The Director of the Department
- of Corrections himself may overrule any protocol the committeéﬁgpprpves.
Any study that. is begun may be stopped at any time by the Warden, by
- the Director, by the physjcian responsible for thg study, or by the
+ Clinic Director. Any priscner may drop out ‘of any study at any time.
~ In addition %o this, there is an administrative review group, which
_* oversees the policies and activities of the protection committee. This
review group must give unanimous approval to any change in pelicy.

- Duringithe yéar 1974, twenty-seven protocols
scientists, and-all were finally approved. How
twenty-seveg,ggre'approved as they were submitt

were
ever,
ed.

submitted by Upjohn _
only five of that
Of those that were

changpg;nﬁﬁurtééf'had to do with changes in the adqqqu} of informed
consent. This would suggest to me that the reviewers are taking their

responsibility seriously.

Y
rejection of the .study

.

rd

-

oo 187

tiﬁﬂpce a protocol has been approved, five or six candidates are li}ely
té¥be reviewed in ordefg;f’§elect one for participation. The rate of
‘the gandidates-that are offered Tups between
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10 and 15 percent -- the same as the rate of rejection at the Bronson
’ - Hospital Clinical Research Unit in Kalamazoo, where candidates are vol-
: unteers from the community for protocols essentiallysidentical with

+  those conducted in the prison. - ' . )

* Since this clinic gpened in 1964, 12,000 inmates have participated
. . in drug testing programs. One death occurred in a man who had a stroke.

However, when the code was broken it was found that he was a placebo
/ control in a double-blind protocol. I must admit ‘there was a moment of

N ] ‘~anxiety before the code was broken.

There have been, in addition, nife episodes of illness: five of them
were due to spontaneous diseases, three were probably related to the
studies, and one reémains obscure.- All nine of these patients have re-
covered without sequelas’ ™ This record, I would suggest, implies the
effectiveness of the efforts of all those concerned with the progrant.

I would agree with the author who said that "the ultimate protection of
) both prisoners and fnvestigators lies in the character of the review
group, whose members are such_as to insure detachment, expertise, fair-
ness, and a sense of ethics." . .
I would, therefore, offer this as an empirical.study that responds*

‘ with fifgeen years of experience in a‘siﬁETé setting te many of the an-
ecdotes that hdve.been implied as havin complete gereralization. I do
not believe that the anecdotes are inappropriate or untrue, but to sug~

. gest that they represent universal ‘conditions reflects ignorande of such
" an example as I have cited. M ‘
Once again, it seefrs to me that we have spent abundant time defining-
the dilemma; we 'should turn now to a synthesis that.might offer 2 solu-
tion to the probleméﬁf maintaining the benefits of research while avoid-
ing an explojtation of the prisoner. ’ .
~ “

-

INQUIRY AND COMMENTARY ' ' .

. ' " LEWIS THOMAS: Before calfing for comments and quesf\gns from the floor;
e T would like to take a few minutes for the members of the panel to
}  turn to each other. .

s

. R B}

- SABIN: Mr. Bronstein wand I exchanged méhuscripts for the first time
yesterday. The ideas he éxpressed in it are ones that I woyld really
like to have.c¥arified. I am going to state your position, and then

. ¢ . I would really like to be clear whether this is' what we. are arguing
about. -

- First -- and this I got out of what you said this morning, al- ,
.though your manustript says it" another way -- ‘the prison system in
the United States is not capable of being reformed. "Second, de facto

: " environment of prisons is such that you cannot create -- my .

’ -emphasis -- an institution in which informed consent without coercion

»
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is feasible. Prisons are inherently coercive, are not in any real -
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sense rehabilisdtive, dp not provide any real earning power, and are
situated so as to involve maximum interference with the prisoner's
~ »life. And third, therefore if you cannot have consent without coer-
“. cion, experimentdtion 6n prisoner subjects shoyld not be permitted.
1 would like to comment on these three points, and then ask you to

give your position. You are not trying to convert me; I am not try- -

ing to convert you. We are trying to make a position clear. .
. BRONSTEIN: What you just said is my position.

SABIN: 'You agree then?

Fl

BRONSTEIN: Yes. ‘ o

SABIN: So if I try to elucidate this, then I would like to say the - .
following: that in my judgment, some of the bad sif\atiens you as
cpibe to the pfison system did not prevail even twenty-two yesrs aé‘
- in the Federal Reformatory at Chillicothe, Ohio, where I worked with -
seyeral hundred prisgners over a period of three years. When I first
. came there I thought I was approaching a college campus, all the .
prisoners were working in industries. “The Warden first had the idea
of refusing me the freedom to do anything because it would destroy . t
: his industrial output. It was only_ after throwipg the thing open to
) . the prisoners, who are supposed to have no freedom of choice at all,
-t " that they consénted to proceed with this without any increase in °
" their pay or any other seduction than explaining to them the oppor- t ,
tunity that they had of being of service.
Now if they had ulteridér motives of perhaps getting their sentence

b ’ shortened, Irdon't want to deprive them of that. If any parole board "

wishes to be influenced by, let us say, those prisoners who do elect
to do that sort of fhing and the 90 percent who do not, well that is
up to the parole board. - I don't'want to deprive some prisoners of
the opportunity td get this advantage. s )
Moreover, wher you ask if research can be made to compensate for
the barrenness.of most of prison life by providing .something to do, ‘
I want to say that this is not the purpose of medical research. It .
is, not supposed, to make up for it. It makes yp a little. I don't
want to deprive them of that. ) .
Can medicdl research-be used by the prison to gover the incompe-
tence and the irrelevance of .other prison programs? Certainly not,
but that is a problem-for the prisons: We arenot here to argue the -
penal condition and the spectrum of prisons in the.United States, I
think we are here concerned only with the questien of whether or not
the good that comes to the prisorer who volunteers, and the good that
come$ to society as a resylt of experimentation under strict condi-
tions of isolation and prolonged observation, should be abolished,
and whether freedom of choice is completely absent in the prison to
the extent:that informed cofisent about the experiment is not feasible. )
The informed consent here is about the experiment that is to be done,

. —m - . -
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not whether he should be restricted in body and so on,while he is a
. prisoner to serve a sentence. Those are the issues. -

BRONSTEIN: Let me try to respond a little, although I think I-have
probably answered or covered all of that in my presentation. I would
like to raise one or two other things. Obviously I cannot speak
about what happened in Chillicothe twenty years ago. Chillicothe is .
now a state institution -- it is not even a federal institution -- ’
and is in fact a monstrosity. g

Prison industries today in the federal system arejxotal make-work.
They have no rehabilitative quality. The General Atcounting Office
has been very critical of’the whole federal prlson industries pro-
gram. [ cannot believe that it is any worse today than it was twenty
) , years ago.

. ’ I think the problem really is, Dr. Sabin, that you soméhow have
gotten the idea that as an advocate on behalf of prisoners, we are
attempting to change, reform, eliminate the present prison systen,

i using medical eXperimentation as the vehicle. That is not the case.
Medical experimentation is just one small piece of the problem. It
happens to be the piece we are discussing today. Our -primary concern
in the work we do thtroughout the country is not eliminating medical

) ) .experimentation on humdn subjects in a captive situation. That is
: // merely ohe manifestation of the problem of these institutions in our
country. ) ’ .
- I think, for exdmple, to look at the case that Dr. Hubbard men- -

tions, everything I said about prisons earlier applles, only more so,
to the Michigan State Prison at Jackson. .Jhat prison is one of thé
most gross monstrosities in this country. There are no rehabilita-
v tive programs in that prison, any more than there are in any other
. prisons in this country. Mail is absolutely censored in and out of
' that institution.” Qur mail, labeled on the envelope in prlnt,’"Thls
is attorney-client mail. Do not open except in the presence of the
prisoner,'" is censored. Our mail is violated every day thit -we write
to prisoners in Jackson. Their mail to us is censored as well.

The problem is that scientists really do not understand the nature
of prisons. For Dr.-Hubbard' to,stand up and. talk about the rehabili-
tative quality- and the recreat10na1 quality of this. Jhundred-year-old,
4,400 man institution behind walls in Mlchlgan, when most corréctions
people are condemning that institution ih particular, and institu-
tions like it, merely means that Dr. Hubbard does not understand the
- nature of that prison environment.

Let me go on to something that was mentioned by both of you be-
cause I think it is quite important. .This motivation that you see,
< prisoners that feel that this is a way to rehabilitate themselves,
‘jf i and keep in mind thdt I did not say that prisoners should have no —\
right to volunteer, what we are talking about is legal, informed con-
sent based on the qualitative degree of intrusion that is involved in
human experimentation. -

’ ’
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Dr. Sabin directly, and Dr. Hubbard.inferentially, referred'to the
recent Fordham-Yale Prison Research Project, which holds itself out
as the first scienqtific study of prisbner motivation in human exper- .
imentation. The report was just ;91easgd a month or two ago on the
study. oo .

First of all, there are some ethical questions about the study it- "=.

self. The study was built on the big lie. These researchers, psy- .
chologists awe psychiatrists, went into the Somers State Prison in
Connecticut and told.the prisoners that they represénted a drug com-
pany, that they were really drug researchers, not psychological re-
searchers, and represented that they were testing a new drug, whereas
they were really testing the psychological motivation of prisoners.
Some interesting things came out of that study. For example, of
the people tested, after two weeks of testing, 56 percent were unable
to recall the intended uses of the drug, even though the testers
claimed that they told them what- the use was. After two weeks, 68
percent of the prisoners claimed that the drug had never previously
been tested on human subjects, when the testers claimed that they
told them it had. Now they decide that those remarkable statistics
are because the prisoners really wanted to be11eve that; they blocked
out the fact that they.-were told that there was prior testing. They
réally wanted to be11eve that so they could be martyrs, be heroes,
feel that they wefe making a real contribution, and there is no
scientific evidence to S¥pport that conclusion in this entire report.
The report concludes by saying, "First, research of diverse kinds,
medicad, clinical, psychological, social-psychological, $ociological,
exper1mental,psych010g1cal, and in fact, any research meeting funda-
mental criteria of non-averskveness, non-1ntru51veness, practicabil-
ity, and meaningfulness should be incorporated within the program
structure of the institution as a.significant component of the reha- .

>

b111tat10n and image management system." ‘ .
That Is precisely the kind of abuse I was trying to refer to, |
before. These scientists -- these happen not to be medical scien-

tists, but psychiatrists -- believe that anything can be done. They
take ‘the position that anything goes as long as.-- and they set out
these things that are not possible -- it's nonaversive, jonintrusive,
practicable, meaningful, and should be a significant component of the
imdge management’ and rehabilitation program.

Let me tell you what one. prlsoner who participated in that wrote
us, to give you an idea of the kind of con job, if you will, that you
have been subJected to. This is a prisoner participating in this
study: . ..

~ 'Not many prisoners get physically screwed up on these tests.
The reason: we do not,take the drug. When blood-drawing is
due, we take a small piece of the pill, but the rest is not
taken. Out-of a thirty-man test, they may get five or six
fools to take it as they hand it out.

When they were drawing blood and taking urine “samples, I
never toak any but a couple of chips during the whole test,

s" 4
’ ’ - % .




- 142 . A 4
‘v
. I 4 I'd '
and many did likewise. This has to show when twenty to twenty- * ,
five guys are doing it out of thirty. Also the few ‘fgols who . “':,;:
were taking the shit, 1 and others had piss in‘the contapne'rs : ’
, when possible for us, plus-theirs. Plus if I ‘wolild .give my £

No. 25 test tube for blood to someone taking the drug, then 1° °
would grab his, erase the number on it, put ay 25 on 1t after . ,
he was drawn for blood. RN A
But this test "is money, mot the humantarian aspects of drug $en
testing. After all, all agreed to participate even before . e .
. .they knew the money was funded. They also let it le3k out tha; ‘,
if this test if not conducted, we will have.po other test ever, -

and that the-$30,000 lost to prisoners since Pfizer was shut N

. down will be lost forever. Many, many pr1soners want that,

' money, and they will agree. to" any damn thing to, get the big - -«
§200 and $300 tests back in® here. ) .
N . s . .o i « .
That is the mot1vat10n. * ‘ ‘ L, : Lt
' : -, ’ ' ) »= o
SABIN: I challenge it. It says -one m’nor sample is mcorrect from - = .
beginning to end for the tota} p1ctu1‘e, | S . '\ <
HUBBARD: Mr. Bronstein is a very sk111fu1 adt‘gcate, and of course “ofie”’ . .
of the classical ploys-is to,discredit the witness 4Af you cannot v
s debate his actualfstaten’fents v . . ‘. ‘
The fact of the mpatter is that I am very familiar «ith the system . g
in Michigan, hav1ng served as Chafrpan of the Governgr's Correctlon .

Commission for dver two years, ahd hav1ng made in-depth, v1s1ts, ‘in- ¢ o
cluding free and uptrammeied mterv:;ws w1th prisopers in all of .the
major institutiofts in “that, state. - P
‘Mr.’ Bronstein said that there are no rehab111tation programs at |
_the Jackson prison. This?is either a euphemistic® expression of the .
- general recognition 6f -failure.of suceess of rehabilitation, or a Lo
~gross misstatement of faé't., I assume that it was‘the former.” ¢ .
~. He has also mentioned ¢hat his mall, was Cemsored.: I would ask . ..
that he document that, and 1f this ,15 tHe case I will see that dis--
« : c1p11nary,act10n is taken for those involved.” The fact is a% I .
stated it,’ and this is part of the Iaw of the state 6f Michigan. | Cee e
) - The problem.then is not to lay anecdote on 'anecdoté, but to ask-
" eneSelf whether this dilemma has a synthe51s dvailable. And I would
> urge again that we ‘examine this cgse that I have _presented, not as, a . ,
.o contest of whether one wandering medical $c1ent1st knows what he 1,s LN ,
talking about, but from the reco;‘d and from the futur'e that we have °
4 ) to contend w1th P , .’ 5 - .
. . , c , ,
-FRANCIS D. MOORE:~“ I am from the jiarvard Med1ca1‘ School. I would like
. ‘to change the 'su from drug testlng to scarce anatomical- '
‘. resourcés. . € ‘ea days of k1dney tz'ansplantatlon, prasoners

. * wWere permlfted to voluntker for a kldmey donation, “and, in one unit, L
. ° 1f| this ‘country ‘several t ansplants were done gn that basis. Before ’
.. y; .
. ' % 'y, - . . ! 4 ' P
s w I . . v
K ) _— ’ ’ '- - ;‘ ’ ’. - ’
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',.the advent §'f tissue typing dnd c‘i’o;s-match;ng;

!” advantige to the kiving donor gver

s Sfill is. ,However, my .own.féeling

4
€re was a clgar '
the cadaver Monor, and there — , °
was that there was an, element of

coercion herey no matter how §u6t1g, for a.pe'_sop.to uncf‘egtake a.z
. surgical-operation that’ permanently” altered his body and Ris.future,
potential for ¥njury; especially, if hé wéfg again inyoived ima’ ¥ .

3

." . this|, it was stopped completely:

*« violept Crime of -any $8rt. ‘5¢ mainly becausg of my’ own djstaste for 4

. »

. . In our gwn state,'3 prisénef was.condemnéd to death, and the date
of his executiop was set’priar to the Supreme Court decision. I
happyl"zo say it was never ‘carried.out. ” But<in anticipation of his

- executiony he and his familyoffered to donate several, of"his organs

, ' Aor tranéplantatione It so turned

out that ‘his blood type' was com-

pati})lé with-a patient who had been waiting for three years for'a -
. kidney. Ne never 'aid'dq:a ti'ssye typing on him. I felt that there

. _ “Wags a timy element hEre, hopever small, in thg balange of decision
"4 .. Tras to pardon ex 6'om13mtazion of .the seftence. My own- decision was -
.. = ¥ . atherefore ,§trongly negative, and we with thanks and gratitbde re-,

: '£usest,b use his organs had he. been exeeuted.

> ¥ I woul '):herefor_e,lilge to*ask the panel what they wpt'xld -have dohe, °
_ . .or what they percelve as. appropriate for orgar donation qn a valun-
tary.basis from prisoners, or assignment of organs from”individuals

'z? exgcuted' for f:rlme‘.f - .

cl

,"l"ﬂo:“l&s:."’(;oqld I dsk the panel tofile that aydy’ along with:the other
. ; nabters that v'vill. turn up, .rather than'interrupt, because T would
A L R4 ""';' 1ike to work qur yay batck’through the.hall. .. PR
; S oA e LTy . oL

STUART BROWN: " 1 am affilisted with the Science, Technology
> e program 4t Comell® University. 1 am a philosopher, and it, is as a t

.;‘phi}'dgop}lex that I want’ to speak. |
*. less!' Like alI f¥awléss, argumepts,

¢
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-
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and Society ¢

-

I find.Bronstéin's argument flaw- ‘

L suppose ‘it depends upon the .

‘premisgs. . Dr. Hubba;:d'séid-’spmething. that was intended to weaken .

.« 'thai.premise, and.I 4ant to try to

correct that.

7 7' " What Dr. Hubbard said -ig that there is a logical’ positivist doc-

..

* coerged actiofis. The first thing i
,# * aetibns are caused is’ cénturies old
_-that wasiheld by: people like St Au

. b4

. % The second thing is.that Jonathy
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T ‘that shbféct, spowed with’ﬁl_.’zwless,

©  .yeu hold it, it does not remove the

.l . / '
7 ROBERT BURT: T am fr m® the University
like fo suggest dnd hear the panel’

-

. e the way ‘that we might approach this

ERE

-

ik .

+._¥ Ifvdne.looks at the issue) it se
“* terms," thg argument can go on forev
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* tyeen coerced and un®oefced actions.
b . V3 » s

... fripe that all humsn actions are cdused. and that if wé, accept this;
: it somehow,.or othef removes the differefce between coerced and un-

s that the "docerin€é that a1l human
. "It is an" old Christian doctrine

gustine. | < . 0

n Edwards, ir a beaut‘iful piece on
logical® argument that even if
moral.and logical difference be- .
k4 ' X . . -

of Michigan Law’School. I would

s reaction to a shift in focus' of
problem, i .

ems to me, of consent in its.own ¢

er and ever, and very. tlosely
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*  Jjoined. On'the-one, hand, ‘it s crystal clear that the coercions ara, °
enormous’ within a prison setting; but o thé' other hand, one c¢an . .
¢ . always atgue that they may be £quiyalent to lots of doercion off lots
. . . * of different people, the dying.as ohe instance, that are not used as " . .
- . sufficient grounds to rule out.an ehtire population as experimental + .
. ’ , . subjects.., - ' v e e e,
, - ‘And then there is the other argument that went back amd forth -- * = +
) . «what better protects the dignity of those people, to withhold.choice )
X w ¢ from them,- or, indeed to give them 2 sense of choice within all of | «
* the other constraints? It segms to me «that that argument is a very
difficult one to resolve. -, . o
~. But let me suggest a difference in Focus. It séems to me that the -
. underlying problem here and the underlying risk that we are grappling
with is the danger that in the course of medical experidentation we .
- ) identify ‘soge parts ‘of the population as less than human, as special .
targets for dehumanizing kinds.of things. That, in turn, has all
kinds of unhealthy multiplier effects, and there is a vgry special «°
.danger with the groups‘we talked about yesterday -- fetuses, °°
. v children -- and with the group that will be talked about.later today, N
. ’ ird prisoners are importantly among those. N ‘ !
. Well, if that is the speclal danger, as I think it is} it seems ,
. ~ Lt to me that a solution, & beginning of the solution to tha¥, would be  °
to insist ony in all cases possible, and perhaps even' as a blanket B
-- rule, an‘equivalent treatment for experimental purposes for those S
: who ate in prispons and those who are out of prisons as one way of *, . ° .
} . insisting that' we are npt targeting these people especially. Ip ’ ]
. ~ éssence, what,I am suggesting is for general research protocols to
s " .insist that there be the same research protoco] ‘carried out, in the .o
. free community as inside a prison population, ‘as one of the_ground¥s” .
vl ‘for letting.it go forward. . C e
< There are practical difficulties with that. Let mé just address
' " ' tWo of_them. One, the prdblem of finding a long-term sequestexed e
’ population. Wes, of course, they are available in prisons, But
there -are other places in"this._society where we do manage to find
. long-term sequesterfed populations for what are perceived to be
* socially-important ‘purposes. One example that I can think of is the
N Watergate jury -- a highly motivated group that saw the soctl sig-
. ' aificance of what they were doing and were willing to give up a lot
. " _“for <the virtues of this. ° T RN . :
It seems™to mé, .then, that if we are serious_about the proposition »
- . we are nQt dehumapizing, we would be willing to set up research *
- protocols that make "it worthwhile for extra-prison.populations. But'
7 7+~ _théfe is yet another difficulty, amd that is the poifit that
" "Mr. Bronstein very nicely made:* How reliable is the research that | ,
. - goes on jnside these institutions b'ec'aqse of the feeling 'and the way .
. . . that these prisoners eonduct themselves? o .
"% * %What _you really echo, it seems to me, is the-analysis that »
Richard Titmugs made in his lovely book,&The Gift Relationship, in

L L L Y

€

-

LR L A Sa




-,

’

hthh he talks about what the commerclallzatlon of blood donat10ns~ .

in this country,-1n fact, does to the worth of those blood donations;
and how thé motive that brings people forward means that we have an
enormpus problem of hepatitis, an .enormous problem of donors playing
‘games and lying, as compared to the English situation ‘as he suggests.
~ft—seems to me that this would then suggest that it is vitally
important to have a free population control group in order to make
sure that you don't have artifice coming from ;he motlvatlons “of
prisoners inside. / -~
" So there are at least two reasons for such™4 oposal. First for
research on its dwn terms and the value to it o aving a free popu-
lation. Second, even more 1mportant1y,°to see to it that we are not

.

.
-

.

targeting a group for dehumanization, which dﬁes terrible thlngs 0. )
all of us. N //}iL_‘/,/f L
. ~ s %

. : e??

“'S’IBART SPICKER: I don't think we should, after tdday, ~omplacent
with the formulation of the basic arguments’ albng an- empirical °

spectrum. Dr. Hubbard honestly presented it-that way, and Eﬁ%t is-
what we have hea;d There are other kinds of arguments, hot empiri<
cal., By-empirical I mean the, longer or the better institutions get
at preserv1ng certain kinds of environments within, the more we ate
justified in 1nterven1ng by having subjects of experimentation .who . .
are, prlsoners That is the empirical procedure that we have heard.
. There is algo a more fundamental kjind of a ‘approach, but not as
c1&%r and easy to deal with as the empirical, namely, that the auton-.
opy of’prisoners j is, aﬁn pr1nc1pa1 violated. They are prlsoners,
they are not freém It don't know how we can turn’ that around, I don't
care how good the penal system:—— -
$o you can take. the argument to say the emp;rlcal determinants
are tetally Irrelevant. The autondmy of‘these individuals-i$ in -
fact undercut, and‘bherefore a whole new set of arguments may follow. .
-The second point is related to that. Evep if X gives his or her
informed consent, as it has been defined so far, and it is-a very
muddled term, it does not follow at all that we, outside such an
institutien—with- incarcerated human belngs, have a right to even
make the request.

GEORGE HILL: My questlon is directed to Dr. Hubbard We don't often

.-
3
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get adpre51den£ in front of us to decide for us the rights and Wrongs
ofa’ particular situation in which he has beert invplved for flfteen ’
. years. -

There is a questfon thére om the floor as to the va11d1ty not only o

,of the-zesearch but of the actual prisoners! conditions as described
by the*pres1dent of this gigantic corporation. I would like to,ask
him a question or two directly in this prbcedure.

What “ate the profits that the company. and the* corporation has
made in these .fifteen years of research in that institution at
Jackson? / Has the corporatlon used’ any of its funds to better the
condltion oﬁ the prisoners in that facility? And, may I ask, is

0 -
v ] s -

.
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s . . this corpbration willing to set up a fund if the state organ1zat10ns
U « are not prepared to pay living wages, or minimum wages, under feder-
- . al guidelines?. Would you care to offer a fund for prisoners’

. advancement as humar beings, ds wyell as guipea p1gs7
. . HUPBABD I have no way of knowing what the commercial value has been;
N these are very garly experiments, most of which never result in a .
_product that sees the market. -

JHILL: May I ask how much money you have invested in this losing propo-
sition?

HUBBARD: “Our research runs at about $55 to $60 million a year.

.

] - HILL: Do you write that off as a tax deduction, as a loss?

HUBBARD: No. That is an crdinary business expense.
HILL: Do your stockholders know exactly what the results of those
fifteen years of careful research have brought the company?

r

HUBBARD: L am not sure whether we are in a dialogue or I am answering
. some questions.
HILL: We are in both. , ° ¢ . .
HUBBARB: Yes, all of the results of our research aré published both in °*
% the scientific literature amd in the lay literature.. '
: "¢ UNIDENTIFIED: I have a remark and a question directed to Dr. Sabin.
. During my residency, several of my colleagues.moonlighted at the
correctional institution at Chillicothe. They made several compari-
Bl . sons of the institution to various things,’ and I don't recall that a,
college campus was one of them. The only thing I can conclude is*
‘that either- college campuses have changed a lot, or else the insti-
! tution has become a lot more fefresh1ng
L . Studies on patient satisfaction and dissatisfaction wlth health
<7 care services have.often turned up f1nd1ngs that were surprising to
. the physiciens involved in their' care.: When lntervlewed by .people_ .
Ce *  not identified with the health care 1nst1iut10ns, patients. often .
expressed dlssat51fact1on that they do not eXpress. te their- .
=~ physicians._ This i# not, part1cu1ar}y surprising,“given the asymmetry
of the physician- patlent-relatlonshl and the resulting reluctance
. of patients to criticize their doctors face to face.
te Another reason for physicians not being aware of their patients'
«lissatisfactions is the phenomenon called selective perception. This
.phenomenon is.also not surprising; since most people are not capable
' of rigorous ‘self-examination and not espec}ally'sensitive to '

[ . * -
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crizicisms of their behavior that are particularly’subtle, and some-
times even if they are overt. o .

. 1 think that these phenomena occur with clinical 1nvest1gat10n
and with investigators trying to evaluate their own research I am
dellghted that your voluntegers all expressed altruistic motiVations
for their velunteering, and I, am also delighted that you seem to
have overcome the problems with selective perceptlon and with
patients' reluctance to criticize. '

. My question is, how did you do it? T think that really could be
of beneflt to a lot of us here. .

THOMgs: We have one more question. L

Q
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RICHARD WADE: I am Director of Program Services for the American

Public Health Association. I have two points, and then one recom-

mendation. ’ ,
* First of all, I do disagree with Drs. Hubbard and Sabin in that

. coercion is m1n1ma1, and I lean on the side of Mr. Bronstein.

After cqnsiderable debate oyer. the last several years, the
American Public Health Association has.taken a stand, 51d1ng with
Mr. Bronstein in terms of coercion in prlsons, that it is suitable
to call- for a reduction or e11m1nat10n of b10med1ca1 research in
prisons. -

My recommendation is that unt11 state and national pollcies are

‘developed for putting greater constralnts on research in prisons,

those people who serve on 1nst1tut10na1 review committees should ask
two questio Wiy and So what? Why are prisoners being used? And
what are thgifonsequences of not using prlsoners° If these kinds of
questions ‘are¢’ asked of each individual researcher and protocol, then
we might find that prisoners have in fact been used because they are

convenient and accessible, and that exploitation really has and con-

tinues to go on. vt R

WELLIAM SMITH: I am with the Children's Defense‘Fund,-and I have a

couple of questioﬁs for Dr. Hubbard. Yesterday there were many ref-
erences to a climate of openness.‘ You have described thé fact that
the Upjohn Compary conducts experiments on prisoners in Jackson, «
Michigan. I would like to know whether your company sponsors, or
whether Your sciéntists do drug testlng on incarcerated Juvenlle
dellnquents ’ ' -

»

HUBBARD: Not to my knowledge. We do, however, do research on a.,volun-

teer group from an open community with the same protocols essentially

that are used in Jackson. . .

»

‘HUBBARD: No, no. Jackson has no children.

SMITH: These are children in Jackson? .

SMITH: Do you.do drug testing op children?

/ 147 '
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HUBBARD: Generally not, because the conditions for drug testing in
pediatrics are now so constraining that in effect one does not have
the opportunity available.

SMITH: So your drugs are not tesied on children?

* HUBBARD: They are not utilized in children.

\ .

SMITH: No Upjohn Company drug is utilized for a child?
| .

HUBBARD: The majority of our drugs have not gone through testing with
children, and this is true of all pharmaceutical companies. We have
sgme drugs that have. Pediatric formulation of our antibiotics, of
course, has been tested in children. But the conditions of testing

) of antibiotics are a special case and not typical of the regulatlons
’;,//// for testing of all other therapeut1c‘ent1t1es The simple fact of
y the matter is that.the constraints on drug testing in pediatrics
today has created a very serious problem in maintaining a flow of
new therapeutic agents inte the hands of ped1atr1c1aﬁs .This is
true not only of our company, but of all compan1es

THOMAS: I would 11ke to ask the panel now to flnish Dr. Sabin, do

(. ¢ you want to put in some concluding remarks?

SABIN:' Yes. I think first of all, going backwards, a reply is needed
! for the record to Dr. Wade from the American Public Health Associa-

tion. 1 agree with him that we must always give a good reason why a
particular piece of research should be done in a prlson and not else-
. where,
There is a great deal of research going on outside of prisons.

Now the reason for doing something in a.prison is first of all to

prevent, let's say with an irnfectious disease like malaria, infecting
* the community at large. There also is the possibility of follow-up.

Prisoners are captive only in the sense that society has made them

captive, and therefore they are useful for long follow- -up. Whereas,

M ! if you get somebody from the outside and you pay him $20 a day --
-~ that is also being done -- ,three months from now he is off ‘on some .
, ! other project.,_ «

So there are special conditiqps and situations that make prisons
especially useful settings that Wannot easily be duplicated outside.
The next important question that he posed i$ what “would be the
consequences if, for whatever minimal reasons, we agreed completely
with the conclusion of Mr, Bronstein that all expgeriments should be

stopped in prisons. What would happen to medical research?
I would say that it would be greatly impeded. We would have to
recruit populgtions. as people are recruited for armieg, put them

¢ under condi#fons of isolation, be able to keep them for a number of
. years and follow them., We are spending money for lots of other
! things. I don't care about the mongy, but then we would lave other
t I
. *
/ ‘ d -
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sérupleé. Who would apply for a job like that? He would be unenm-
ployed, he would be mentally disturbed. He would have all sorts of
! other things that coerce him into participating in something like

- that, So the consequences of not doing it would be a tremendous

impediment to the type of research. that can be done only in prisons.
Now I would like to go back to the college campus idea, and also

to the business of the letter that my good friend, Mr. Bronsteln,

read. We are dealing in all of these things with spectra. One
: persort is part, one point on a spectrum; one college campus at one
end of the spectrum may be much worse than some of the prisons. The
point is that we are dealing with a complex situatiom, and not with
any one point on the spectrum. Therefore, the real issue is this:®
whether as a result of all these consideratibns the only conclusion
is that you have got to shut off all prison populations from the
opportunity for volunteering -- and even though it does not really
rehabilitate them to the extent that one would like, it is an oppor-
tunity to somehow or other modify their lives, and I think bene-
ficially; or whether we continue.as we are, but under the greatest
safeguards, and only for the most important things, and to comply
with the specific requirements as were stated before by the American
. Public Health Association.

BRONSTEIN: In.answer to the questions from the floor: I would take
the same position,with respect to the contribution of organ's that.
Dr. Moore took. Everyone else, as far as I can tell, either agreed
substantially or entirely with everything I had to say, so there is
no point in commenting.

As far as the question of where do,we get this population for
testing if we do not use prisoners, I would suggest that all middle-
and top- “level executives of the twenty largest drug companles and
their families would be the ideal pgpulations. .

i

THOMAS: Dr; Hubbard, do you J%nt to have a last word? " >

HUBBARD: I will just remark that for someone ‘who is interested in non-
coercive consent, that is a remarkable suggestlon -

- -
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. - THE POOR ) .
LN . .4. ) S ‘,:
) e - - Franz J. Ingelfinger _
. - . Henry . Foster )
) - . . Jay Katz ) ..
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FRANZ INGELFINGER

’ )

To define the poor, one might use the purely’ economic criterion. Or,
from what we have heard 1n this Forum, one .might argue that anyone who
is a subject of human experlmentatlon is poor -- that is, poor.like a
guinea pig. But our definition is intermediate. We shall use poor o .
encompass those populations that are deprived not only for strictly eco-
nomic reasons, but because of soclak, cultural administrative, and po-
litical factors. ~ ° ., 1

Bach of us will discuss selectéd major 1ssues pertalnlng to the use’
of the poor for experimental, purposes. .Since the poor have been dis-
proportionately used for experimentation -- and each of us agrees on

" this point -- specific illustrative cases are not short in supply. .

Indeed, some of the most natorious cases of, human exploitation for re-
search “have’ invglved the poor.

My twd colleagues are particularly conversant w1th one of. these, the
so-called Tuskegee Study on the natural history of syphilis. Dr. Katz
was a member of the Ad Hoc Advisory Panel established by HEW to investi-
gate this study. Dr, Foster was President of the County Medical Society
in4the area where the study was carried out at the time that news of it
broke, I have had no such, firsthand experierice, However, I am not pre-
pared:to take, in the interest of fomenting controversy, the’ p051t10n
that the poor arg ideal experimental, sacrificial subjects.

Our objectives in this disgussion are: to assess if the poor now are,
and will continue to be, partgghlarly exposed to use, abuse, or both .as
subjects of human expetrimentation; to examine the reasons why the poor
may.be more likely to be used or abused as'experimgnta{-subjects; and

’ <
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5 to explone means that could be devised to ensure that the assumption
of Tisk by _the poor does not exceed that of the gxest of the population.
- *~

3 - ) H .\ . i.
- HENRY FOS:%?» . o .7 .
. After I had agreed to part1c1pate on this’panel, I felt that I could

-make my mo§t worthwhile contribution, and indeed help create the Forum

atmosphere, by raising an issue that had at least three components.

¢ First, I wapted to bring ane issue that had some reasonable degree of
feasibility¥o it. Second, I wanted to brlng ag issue.that would not
be agreed upon by at }east one, or; maybe ooth of my panel colleagues.

. And third, I wanted to raisé an issue that would not likely be other-

.glse raised. I think I may have been successful in-the latter two. .

. In searchihg for solutions to the speC1a1 problems resulting from

. human .experimentation in the poor, their exemption from such participa-

. tion, in my judgment, warrants strong comsideration. In the course of

my deliberations, however, it is essential to Keep ip mind that the
., conlepts put forth here on thi’s, issue. of such prodigious complex1ty are

&

: directed not to whole of_ the biomedical research pool but only to
a smajl segment, Migs a phy51c1an who' is-also directly involved in. aca-
demiz, I am leftWith the’ feeling of some ambivalence fdﬁlow1ng my,
recomsendation. .

. In spite of the many shortcomings in the realm of human experimenta-
tion, it must be emphasized that this country's biomedital research
community has been a world leader ‘in its concern for med1ca1 ethics.

As recently as 1960, no.articles on this subject except in the English
language could be found in the wofld literature, However; in spite of
this concern, the thaj}idomide dlsaster and subsequent events set into
motion.a greater public demand for control. This demand in this coun-
try is expressed in the pobular movement known a5 consumerism and,
specifically, in that movement's concern with the right to know.

In the biomedical research community, it is_expressed in the require-

ment for voluntary informed ‘consent-giving on the part of patients.

- Given sucfi universal concern, any perserse outcomes in research im
humans today would indeed be most inopportune, especially if such re-
search design were characterized by demonstrable disruptiom of the
balance between risks and -benefits for the patient. Parenthetically,

N recent untoward outcomés of this nature are in great part responsible
for our being assembled here today.
‘ In this day of heightened consumer awareness, occurrences such as the

Tuskegee syphylis experiment, the injection.of cancer cells into unin-

_formed geriatric patients, and the deception of Chicano women seeking

contraception.cannot and will not be allowed to continu€ in this coun-

try. Although such cases are by’ far the exception, they are nonethe-

less very likely to.be viewed by. consumers as the rule. The call to

.consider a moratorium on the use of the poor in human expe€1mentat10n
- thus stems as much from prégmatlsm as it does from altruism.

- . ‘ [ .
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Indi'spensable to ethical biomedical research 1s the balance of two
hd vatues: scientific priority of discovery, on the one hand; and humane
therapeutic treatment, on the other. This has come to be known as the
dilemma of science and therapy. There are those who fear for the sci-’
entific priority if there is a shift in this equation from its current
status, and to exempt the poor, even temporarily, from human experimen-
tation would create such.a threat to research in the minds of sore.
However, if properly structured,.such a moratorium would not be a hind-
. rance; failure on the part of the biomedical sector to take such a step
will have far graver consequences for both scientific and public inter-
ests and values. This alteration in policy should be intrinsic, and if
the biomedical community fails to do so, we can be assured of increased
hostility and of public demand for even more external control.
: By some estimateszit :s believed that possibly 80 percent of all hu-
. man experimentation that has oc¢curred in this country involved the poor.
How then can it be plausible to waive thé particjpation of this group?
The answer, ip part, relates to the makeup of the group normally char-
acterized, as the poor. Although implicit in the term poor, as stated
in my colleague's introductory remarks, iz is the social and cultural:
deprivation that is of primary significance as it relates to thrts whole.
A question, rather than the lack of economic -resourcks per se. . There are
many who are classified as poor who do not suffer deep and grinding so-
) cial and cultural deprivation, ahd therefore need not be considered for
’ exemption. . ' :

- M How then is it to be_determined who is go deprived, and thus subject
to exemption from human experimentation? Itgis my belief that those
incapable of clearly providing voluntary informed consent constitute
this group. They are the functionally illiterate, the senile, those,
who*do not command the English language; and.certainly*the mentally in-
competent, ' . . .
- Irrespective of the definition one chooses to use, however, it is ap-

parent that the biomedical sector has come to rely too heavilly and in a
.. disproportionate fashion on the use of the poor for human research. We
- should be reminded that the poor constitute a relatively small propor-

‘tion of this nation!stotal population. Moreover, we should begin to
look beyond the poor for human research subjects, with the ultimate ex-
pectation that this segment of our population will dwindle.

According td the Bureau of Statistics,’ there were just over-24 mil-
lion persons in this country classified as below low-iricome levels in
March of 1973. Even if this ‘number were doubled, there would still
remain more than 150 million nonpoor who would be, afd in fact have
become, more accessible to research usage as the mode of health care
financing changes -- an issue with implications of its own. -

- . What should we hope to accomplish during the+suggested moratorium?
This interim shquld be used to reexamine those factofs that tend‘io-

. - . disrupt that balance between science and therapy, and thus‘restructure
. % ¢ those mechanisms necessary to maintain that equilibrium that spawns the
s most favorable milieu for both humane values'and scientific priority.
L#Y8 ok ' o i .
MNor—— ,
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As with any socially structured system, conflicts develop in the appli-
cation of values by those who are part of the system, resulting in com-
pliant and deviant behavior. There are social contrel processes that
when operative tend to preclude deviant behavior. Thése processes take’

-

the form of socialjzation or trainiag, collaboration groups and infor- -

mal networks, and forms of peer review. There is a great need for the
socialization of human values in medical school and beyond, as has been
pointed out so well by Renée Fox. .
Studies show that the sociatization of scientific values is well
ahead of that of human values. Characteristics of collaboration groups
and ln:ormal networhs that lend to deviant behavior could possibly be
improtved if changes were made 1n the process of academic reward and ad-
vancement and 1n, the {inancing of medical education. Although external
pressures for peer review continue to be applied, there remain other
refinements and innovations that can, and ought to, originate from °
within our ranks. . ‘
in conc1651ona I must reiterate that our profession today is under

“the greatest scrutiny ever, and-Jt behooves us to consider the measures

r

’

’
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mentioned in this presentation -- measures that shotild help to prevent
new human catastrophes. Further disasters at this .juncture will do far
_greater ‘harm to the interests of biomedical research than klk} the ex-
enptlon of a small, vulnerable segmei) of our population.

JAY KATZ ' .
Shéuld whae I have to say sound like a communication from Mars, I would
like to apologize beforehand.

; Human experlnentatlon can be hazardous to its sub)ects Thus it is
not surprising that the economically and socially disadvBataged are

conscripted for research, to a disproportionately large extent. Through-

out histroy the poqr have been indentured for society's most disagree-
able tasks, and medical science has only followed time-honored patterns
of recruitment. . .

It may seem regrettable that in the name of progress, scieénce too
requires its unwilling subjects., Yet for the benefit of present and
future generations, science and society have always tolerated human
sacrifices: the Aztec gods demanded them lest the universe fall apart;
the fires of the Inquisition consumed them lest faith be diminished;
and Apollo, the Physician, permitted them lest disease not be under-
stood and conquered. ‘

It would be an exercise in futility to curb tradition by focusing
merely on the poor and insulating them from participation in research.
Such a Iimited objective would ,only create new groups of cheap bodies
who are not unldentxflable by a means test. If today's or tomorrow's
poor. are to benefit from our concern over their fate, we must not sur-
round them with special safeguards, but rather look to tHe underlying-,
causés that make the poor particularly, though not solely, vulnerable
to exploitation in resedrch.
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Those who advocate special protection for the poor have argued that
the poor cannot comprehend what participation in research requires of
them, and that they are inherently vulnerable to external coercions.

To be sure, subjects will be found among the poor, perhaps more than 1in
the population at large, who cannot understand what is being asked of.
them apd they, like 4dll incompetents, should not be allowed to partici-
pate except under unusual and well-defined circumstances. But many
will remain who do understand. Comprehensioén is not the problem; at .
least it is not a greater problem with the poor than with other re-
search participants.

With respéct to coercions, ‘we must distinguish between those created
by persons' life situations, and those imposed by the interpersonal
dynamics of investigators and their subjects. Life situations, be they
poverty or physical disability, have an impact on all persons. But
these conditions, however unequal, together with persons' inner dynam- |
ics, define what human beings are and, at the time of decision, can be.
We may wish to approach persons who live in particularly unfortunate
social circumstances with greater care to make sure that we do not fur-
ther reduce, through deliberate acts of our own, the more limited range
of alternatives available to them. But beyond that, we must honor
their decisions as much as we should those of persons more affluently
situated.

It is equally demeaning to asseft that persons' consent should be re-
jected because if they were wiser or more rational they would have made
different decisions, as it is to assert, that their consent should not
be trusted because if they only were richer they would have chosen dif-
ferently. Ultimately, we must bow to the best decisions persons can
make as they are situated. And we must accept their decisions in the
fifm belief that every human being knows his own world better than any
outsider, even if the outsider is a physician or an investigator.

The notion that the poor have an impaired capacity to comprehend or
by virtue of their external life situations cannot make’ their own de-
cisions is a stereotypical and degrading view of thém. It is the coer-
cion resulting from physician-investigators' interpersonal interactions
with the poor that create more serious problems.. Here too we know that
such coercions are not necessarily restricted to interactions with poor.
subjects. If they create special problems for them, we must look for ;
other reasons. . ) -

I believe that the probléms with the poor, as well as with all sub-
jects of experimentation, origimate in an insufficiently analyzed con-
flict of values inherent in the conduct of human research: the quest

“for the acquisition pf knowledge for the benefit of present and future
generations on the one hand; and respect for the dignity, autonomy, and
inviolaﬁ?fity (unless consented to) of the subjects of research. I am
not, addressing here only er even primarily the issue of harm to sub-
jects, but rather the question so succinctly raised by Isaiah Berlin:
"In the name of what can [we] ever be justified in forcing men to do
what they have not willed or consented to?" I do not wish to suggest
that this value conflict is very frequently as abysmally weighted in

'
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favor of "progress" as, *for example, in .the Tuskegee syphilis study, . .
the Nazi concentration camp experiments, or the countless venereal dis-
ease studies perpetrated all over the world in the latefnlneteenth and
‘twentieth ¢enturies. ‘However, I do wish to suggest that in balancing
the two conf11ct1ng values, the research community has generally not
only come out in favor of the aghulsltlon of knowledge but also ne-
glected to confront consciously the consequences of such, ‘a choice. . Rk

Pious exhortation calling for respect of the subJects of research or
mindless risk-benefit formulae have not served us well as decisional
guides. The contraceptive studies with Chicano women are cases in
point. Is it permissible to give them placebo-contraceptives without
informing them, and then to add insult to injury by not providing them
with the oppoxtunity for abortion because state laws prohibit them?
This also is true of the various randomization studies in which patient-
subjects dre told that they will be assigned to different treatment
groups on the basis of their medical needs, while in fact they are as-
signed by lot. All these studies are justified by the need to advance
medical knowledge so that future patients will not be condemned to ‘the
fate of “'therapeutic orphans” for lack of research data.

I do not question the need for controlled clinical.trials in the hu-
mane practice of medicine; I only wish to question the thoughtlessness
about the rights of the subjects with-which many of these trials are | .
being conducted. Once the balancing process is tidted in favor of sci-
ence and society and against the individual, and the choice is made .
without asking why, when, and at what cost -- why particularly seems,
such an unnecessary question -- the rest follows easily. Then subjects
must be found, then "unavoidable" shortcuts can be taken in the name of '

. the higher value. The other value, respect for the individual, can in

. turn be neglected. Thus, the subjects of research have found themselves Lo
on the slippery slope of exploitation without any clear answer to the
question: When, if ever, are exploitation, deceit, and misrepresenta-
tion warranted?

At the same time, of course, investigators are not unaffected by
this value choice because in its consequerices to subjects it goes count
ter to some of their human feelings, However, there exists, I believe,
in investigators an enormous ambivalence toward the subjects of re- .
search, reflected in @onflicting wishes to care and to reject, to treat
and .to mistreat, to protect and to destroy, to elevate and to degrade.
Such ambivalencg is deeply rooted in the character structuxe of many
persons who become investigators, and it is an expression of the ten-
sions created by viewing their subjects both as fellow human beings and
as objects of research. Such ambivalence has blinded them to their
tampering, via the balancing of values in favor of science, with funda-

7 ~ mental principles of respect for the individual -- principles that in
theory, but not necessarily in practice, are dear to society as well as
to medicine.

: Sorting out this value conflict cannot be left to the individual
conscience of investigators., It requires, first of all,’ a relentless
confrontation of the consequences that a balancing of values in favor of
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. science and soc1ei) and against the 1nd4vxdual sub;ec%-woqid entail,
amd then a determlnatlon Of‘hOh far the neplect of eithe® valye shgubd'
‘e permitted to pfo;éed ‘Once such an analysis haslbeen undertaken,. ,
inv stlgators will at }east hdverthe opportunity to’ compare their pfac-
t1ce> agazﬁst * sofe kigd of an external .standard. .The plea to leave . b
5 thls dete;mxnat1gn to the 1nvest1gator s conscienc€ is an expression of
. ’scienté's and SOClety'S ‘readifess to %keep sufficiently amblguous.tn&
* consequeh;es of contemporary research practices apd even-to encourage
Y ’ investigators ‘torfeglect; the Tnd1v1gnal-1n the interestsof societal
' .+ benefits, But td do so, 331e31) and surreptitiously- %
ot Respect for tndividual autonamy requlres that ong begLn hlth tetal
disclosur®: sharlng knouledge and,-admitting uncertajnty’and ignorance,
answering all questlons and identhY11g unanswerable'ones, apprec1at1ng
doubts+and respectinmg fears. Su¢h an ob11g3t1on to- dxsclose' a requi-
' ’ - site of a genulne 1nv1ta%1bn, becomes an.awesome encounter for sthe in-
. . : ~\est1gator 1r'engaged in honestly. Consider what aust be dlsclosed if
. 1t ds taken’serioysl & Invéstigators’ dread’ to engage in such g search-
*ang 4nd éxplicit ﬂ1alogue,can'rqna1n unacknonledged by the rationali:za-
: - tion,that the demands of science rgg:gre noadlsclosure and the ‘

L4
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y prbferred valqg suppoxgts such 4 déctsion. , L vy .

' + * Also in turning to resea;ch subdects frem 1ouef sgcial classes, the
réluctance to dlsclose is. further, rationalized by the upwarranted be- .
lief that'the poor do not understand anyway, °hlty bother tolexplain?

“ Is not the h1111ngness of 1nvest1gators to assume the heé% “burden of "~ .’ .
. bebonxng the guaranfors of sub)ects' safet) proof of thear great re- e
. “sponsibility toward them? . o . .
* The ‘preferred choice’ of the’ poor has other roots as Rell Invest1ga-
tors, 'who generally come’ from hzghep social classes, have’an impaired
¢ capac1t) to 1dentdfy with the poor.. This, psychosoc1ql fact contributes
greatly to the ease with, which the poor are choSen for participatjon in
jresearch, though a probiem amenable to correction.. For if we wished to
. take greater care in obtaining 4 more representatlve sample of the
) popdT'tlon for research purposess we could do so. Computer technology
, has given us.the tools to accomplish that obJectave. .’
L ! Flnally,.ln the’ pursa1t of scientific progress, it is easy to over-
LI ‘look that progress is hard to define in general, and the gain to science *.,
from xnd1v1dual research proyécts dlfflcult to predict in particular, ° .
* . In the 11ght of' these’ uncertainties, Pefsonal motivatibns, be they cu-, . :
rnos1ty, fame, or professionaj advancemeng, can readily lead to an ex-
1 T aggerated estimate of the value 8f.'a research project to science. -While E h
LTl there is nothing wrong'with such motivationg, they tend unless cire is P

! ‘. ta?en‘ to subtly undermxne xnvesrlgators' Tespect fbr the'subJee}s of . e

research. ., . e fo .o ca e

¢ Yhat les¥ons can be learned, ‘from the. .poor of research° PreC1ous ..
little «that applies onlye<to 1hc poor once we have aéknowledged that’ L

¢

. s they have been used too exglusfvely and too unlnformedly ' Even the ». '. ‘. v
P problems created by lack of disclosure extend beyoﬁd the“poor to qther e
- research participants as yell l Yet we fould learn a, lot if we viewed:
r . . . » . 4 - ' . ‘ ,
. - . S “ . e / * N
. ‘a . PRaniabit AN . o S "" ! ‘ ’ D T .
: L . e Lty K ’
- (1 . L R .
., . . L . e ’ ; . v §
) s s . ’.;-—-.“._,.,...M . [ ..‘-. . ht
4 . , ; . P L1 . ‘/‘
\) . - . . ¢ ‘ f , ; ., ‘e - S

ERIC .y o 7 e e 1By, ooy

s ' .. ’ ;
. L.
. . » N Rx 4




3

o

.EK

"

v

"what circumstances’,

157
s ’ )

>

'ttne treatfient of “hc poor in research ag telling evidenoe®of problems
inherent in contemporary researcH practices.

What can be done? T
,(1) The conflieting values -- acquisition of knowledge and, respect
for the autonomy of the individval_-- shHould be mgre openly acknowledged
ana subjected. toa relentless sciﬁ?ﬁ;i; and public scrutiny. T appxea

ciate that the’ implementation of suc recommendat;on may create- new
tersions, ‘for it hould reveal that our commitment td life gay not be™~
very strong whenevsér it, costs ;oo,guch or whenever it 1nterferes with*
other collegtive benefits we ish to obtain. Life js not a’pearl be-
yond price; at Yeast” it hé?,ﬂGt been so up to now. It may*prove too
anxiety- proxoklng te-bring this, fact out into the open,.particularly_
in-the arena of medical refearch where patients are so frequently‘em-
ployed as subjﬁctss Thug, since research must and will go forward, it
has been argued that. the mental health of society may be betier served -
by avoiding “the promhlgatxon of clear and purposive choices as to wlom
to harh («1thout the1r consent) fog the collective good. 1 subpit that
we sake for once a’ diffepent approach and try to decide more tonsciously
and self-conscidusly whom, we wish to use in medical research, under
*~and with what safeguards.

, (2) Our value prioritiss should be reordered in favor of total fidel-
ity to, the subjects of research. It may slow down research, impede the
acquisition of knowledge and the advancement of science. Yet, might
not future gevierations benefit more from an.experiment that for once
gate the h1ghes€ priority to respect for the individuals who are liVving
today. and not tomorrew?’ After all, what is progress’ Does it not
point 1nto.many directions which we cannot pursue all at once and all ,
at the same pace? “

(3) We should insist that 1nvest1gators 51t down and talk with their
prospective subjects as long as it takes, and until they are certain
that the subjects understand what is being asked of them. Only those
who do understand should be-alldowed to participate in research. .

Last tionth we paid a small sum of money to the survivors of the
TusKegee syphilis study. Yet the best reparation we could pay them, .
as well as the poor of all ages, is.to find answers to one question:
What can we learn from our treatment of the poor that will imprave the
lot of all ,subtjects of research? After all,
advantaged has often beén an indicator of the health of society.
health of sc1ence'may also be reflected in how it ,treats. its poor.

.

The ,

FRANZ INGELFINGER

My colleagues have alluded to some of the reasons why experimenters may
have been.inclined to use the poor as subjects. In particular, .they
have emphasized characteristics of the poor @as individuals: the cul-
tural, social, and educational deprlvatlons that may make each pbor
person a more tractable subject., I should like to emphasize another
feature that has made the poor dészrable subjects for medical

the treatment of the dis- ,
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investigation: the poor as a group Nave been aaministratfzeiy more’ eli-
" gible "than other, segments of the population.’
BK and large,.thp poor have received institutionalized care -- on’

.charlty hospital. wards, in the city hospital outpatient clinics, or as *
charges of the Public Health Service. Thud, grdupssof the ‘poer could
be more effectlvbly divided, -¢reated, and follo»ed Standardlzed and )
unvarying reg1mens couldnba admlnlstered, and a consistent record fore
mat could be applled * The poor., if dissatisfied With their care, were
hardly in a position td change doctors. In particular,.the poor lack

. .that hindrance to the investigator, that is, the private doctor wha, to-
* be sure, might be prof1t1ng from a fee-for-service arrangcment, -but who—
at the”same tidle was 1ndependent enough «to disrupt dny efforts tq stant -
dardize management,» who was Brratic enough to keep heterogenous and
_often uridecipherable recbrds, and who, above all, was ready.to act as

" ah advocate for his payihg patients. - .

-, (br. Thofias may remember’ that when we were in medloal school we were

given a lecture on the care of*a patient by one of Bostofi's most suc- __

cessful practitioners. Unfortunately, this otherw1se'1mp051ng man . .
stuttered a bit. So, we were toid that we must always keép inm m1nd the
luman needs of the pa-pa-pay-patient.) -,

,The administrative eligibility of pooxy groups, that js, the;; regi--
mentablllty and their manageab111ty as groups of experlmental‘subJecxs,
deserves con51dera§10n for two reasons. In the first place, experimen-w

. tal use of the poor.because of their admlnlstratlve eligibility con-~
tinues up-to the present with, ironically enough little opposition
from the parties very much concerned with the' rights and dignity of
much smaller groups of experlmental subjects. Second, the number of
admlnlstratlveﬁy eligible is steadily increasing and may eventually .
include much of the popdlation, present’ company not éxcepted. *An exam-«
pte of use of the poor because of. their administrative e11g1b111ty is  _
provided by recent studies 1nvolv1ng over a million.of California's
ecoffomically deprived, the sp-called: Medi-Cal beneficiariesT

In 1970, a trial was jnstituted to determine, whethef—hospltallzat1on
for Medi-Cal patients could be decreased by a stgte renforced require- %
ment that ‘all ndnemergency Medi-Cal 4dmis$sions must be approved for .
hospital admission and for a specific number of dayshof.stay, such
approval beirig obligatory before adnfission. ResuIts as compared to
numbers expected ‘on the basis of previous experlence, days of hospital-
ization for the poor during a nine-month périod were,veduced by about
16 percent. In‘a similar trial, run under somewhat different .auspices,

a 17- -percent decrease jn days of hospltal utilization Was ach1eVed

-The results of these.studies were acclaimed.as evidgncé that hospltal
overutlllzatlon could be contained.’ But, to the best of my knowledge,
there was nd way of telling whether the hosp1tal days saved were merely
at the expense of overutilization or whether, rlndeed the health of the
poor had been adversely affected. - < s N

In .another, experiment, in 1971-72, ncarly;a million Medi-€al behe- —
ficiaries were placed on co-paymenit status; that is, they had to pay
one dollar for the first of two medical visits each month, and-fifty
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cents for each of the first two prescriptions each month. Those who
conducted the study decided that the co-pay features did not interfere .
with the care of what they %called serious illness. Yet, in the Aid for
Dependent Children program, co-payers obtained immunizations, at about
half the .rate of non-co-payers, and 9 percent of the AFDC group re-
ported that co-payment had deterred them from seeklng medical care.

in the -experiments just Cited the immediate’ goal was not hygienic
but economic discovery: Couid the poor be taken care of more cheaply?

But obviously hospitalization was withheld from the poor rather than
other segments of the population because the Medi-Cal population and
its records could be more readily controlled and effectively analyzed.
Similar use of many whose health care is supported by state or federal
government is far from unimaginable should a need be perceived for other
socioeconomic medical experiments related to health care or for random-
— — ized clifhical trials on the effectiveness of a certa1n prophylactic ®
health measure. *

If thé poor will continue to attract investigators because of their
“~administrative eligibility, one may ask who are these poor? Are
Veterans Administration patients, because they receive institutional
and governmental care, poor? Since they are also administratively 5
eligibie -- even more so_than the-economically poor: -- they might be
called—socially depr1ved and hence, according to this panel's defini-
tion, poor. Thus, most large-scale randomized c11n1ca1 trials these N .

_ days,. it shodld be realized, whether of drugs for hyperten51on cancer
management, or surgical procedures, are the results of cooperative VA
studies. ) .

In the future, depending on what type of national healfh ‘insurance
is- promulgated, perhaps most of us will be "poor' in the sense that we
will acquire the characteristics of administrative eligibility: easily .
accessible and standardized records, manageability, and susceptibility - ’ ~
to follow-up control. In the United Kingdom,' for example, randomized
¢linical trials appear to have been carried out more effectively and ;
more.frequently than here. A number of explanations may be offered,
but one 1s‘%he administrative availability of the. populatlon under the

',Natlonal Health Service. In spite of Dr. McDermott's comments yester-
day, we are now in the heyday of the randomized- trial, and conduct of
that trial depends upon the conscrlptlon‘of large'bodles of the
population.

. The expanding number of the poor as defined by us will benefit the

. economically poor, for their up-to-now particular Qurden will be dis-

tributed across much of the population. But much of the population --

and this is what concerns me -- may well be polltlcally dominant, and .

such,a maJority, if its fears of becoming guinea pigs are accentuated, . . -

or i£7it4 attitudes are those as gxpressed bx some of the members of the ’
last panel yesterday, such fears may produce disastrous restralnts or

encumbrances on essential clintcal investigation. . . .
Present.as well as future generations argue Tor the establlshment of *.
.mechanisms that will prdtect‘admlnlstratlvely “eligible groups from e N
improper experimental procedure. The sizable-if yet 11m1ted number of * " Co-
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. . poor groups that exist today requires that protection for their sake.
- In the future the protection of the many more who hill receive insti-
tutionalized or at least federally supervised care is necessary, I
think, not only for their sake but also” f6r the sake of* unstlfled
medlcal research. - ‘ .

INQUIRY AND COMMENTARY

GERARD PIEL: I-am a publisher. But I speak now in all due diffidence
as a philosopher. There has run through the contributions to this
Forum, especially from those who are concerned with the urgency and
the need of human subjects for medical research, the proposition
that we arc engaged in the -balancing of values. The title of this
session of the Forum is "Individual Rishs Versus Societal Benefits."

- o There is the notion that it is possible to balante the- compromising
of individual privacy and integrity on the one hand versus the need .
: ! of society for the urgent tashs of medical research on the other
- ' This has a kind of an American pragmatic sound about it. It is re-

ferred to in"our popular culture as the balancing doctrine that the
Supreme Court invoKes in talking about the choice between individual ,
freedom and the needs of the modern,.state. '
I hangrto observe that Alexander Meiklejohn, in a marvélous
little essa) on the First Amendment, has pointed out that this
balancing doctrine.in our law has its origins in a profound error
committed by Oliver Wendell Holmes. The Holmes notion ef freedom of
speech was predicated upon, as Meiklejohn said, '"the vulgar notion
of the marketplace'; he .held that the First Amendment was addressed
to the right of the citizen to be ﬁeard to put his proposition into
the "marketplace of ideas. " MelkleJohn‘s correction of the Holmes
error was to point out that the First Amendment was to protect the
right of the individual to hear.and to point out, further, that the
Gitizen as the governor, as the sovereign of a self-governing democ-
racy, must have absolute [freedom with respect to the public buginess.
It is this sanctity of the individual that is the end for which an
3 open soc:ety exists.’ And so, I say, we cannet- havé& any balancing
. of the 1ntegn;t?’and sanctity of, the 1nd1v1dual'agalnst any need of
. soc1ety for increase in its knowledge and understandlng Walsh
T McDermott said most wisely yesterday that the rendering of “informed
7 “’ consent, under whatever circumstdnces, cannot’reller the investi-
- i gator of his solemn moral obligation and respon51b111ty for the terms,
and conditibns of hlS study., - - .
0= ‘ - . *
JOAN GOLDSTEIN 1 Kévq been the National Coordinator of the Wbmen s
. ' Health Task Force of the National Organization for'Women. I speak
- . as a feminist; as a sociologist, and hopefully, as 2 humanlst

~ . . ¢

el L ey

A rimext provided by ERic



N 161

.

~

- .One of the questions that has been raised this*ifternoon, and
very weld raised, is the one of rol‘_aéf1n1t10n that is, who are
the/persons who' age used for human exper1mentat10n° We have the »
captive group, that is, the persons in institutions, mental institu- .
tions and prisons. We have the poor and, as Dr.’ Foster mentioned, - .
- also the Chicano women who were experimented on in terms of birth ’ .-
control. And so we would have to say “Women'". Any woman who has
been given anh oral contraceptive has, in fact, been a subject in . L.
human experimentation. . . g .
. Thus, the group seems to be a specifie or special population...
e group. It is not the large population; it is a special populatlon. ; .
on whom experxmentatlon is done. We are-led to believe that experl- 'l I T
mentation is done on persons for their bemefit. Does that ‘mean that - ST T
they are the prized members of society because they would benerlt f, P
more than anyone élse from it? A A LT
- I think the conclusion, we would have to draw is that this xsxnot e, - -
the case. They are the expendable mémbers of the:society, not the T ERILE -
Jprivileged. My concern is not that there be federal reguiations over.. ‘77" ..
- the human gxperimentation, but that the -federal regulations will not - ,ij." L r(“::ﬁ
be enforced, that we will} be led-to believe that by virtue uf<£h15u ST
system we willbe Pprotected. Obvzously, we need to-be protected . -
because somehow or‘other we are the chosen people: 30, thérefore, - ) ’
I think my concern is.that we fogus a'great.deal,more not, only on e -
regulatory recommendations, but that the enforcement and monitoring
of such human experimentation, as “well-as data c?IIectlon, which has
. been extremely poor in the whole area of birth controk devices, be_, -
. put into effect and mandated : . . - . ’

C . - . - ,
‘ THOWAS Thank you. I will take.advantage of my position here.at this -+ -

podium simply to.point out that there is*a large. «population of

patients on whom an intensive and, I would suggest, significant sort .

ofi clinical research is and has been going on for years in this*

country that has not—been‘mEnt1onéa—Tﬁ_63ﬁments either from the

panels or the flogr. These are people who are not imprisoned, not

captive, and ngt 1n any way coerged as far as I can see from my:

own experience. ‘' These are patients. Most of the'work, for instance, . -

that goes on these days on the problem of multiple sclerosis where )

c11n1cal .dnvestigative questions arise ;s on using volunteer pa-

tients who have that partlcular.dlsease. Most of the research effort

now engaged cduntrywide in trying to find a “more satisfactory ‘answer

to the problem of cancer is correspondingly beipg done on patients

with cancer. I hate to make it seem as though that kind of rgsearch , .

. has come to an end, and that our main concern is how to‘sf largeér

v

.

and larger scale researchﬁon-normal human subjects.

. :

,

) D. T. CHALKLEY: I am fron the Vatlonal Instltutes of Health, and I . .
.+ would like to give.you a few statistics. . )
The NIH over the period since 1947 has supported about 0,000 re- ,
search projects.involving human subjects.” Since it supports about ..
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one-third of the research, that means, that there have been approxi-,
mately one-quarter million projects 1nvolv1ng human subJects suppor-
ted in"this.country since roughly 1947.
. In the last two days we have heard the litany -- Tuskegee, the
\aals, the Chlcano women, Dr. Stough, and Dr. Mandel. Nobody has

- ment iohed Sanger yet, nobody has mentioned Hodgman, and nobody has

. mentioned Dieckmann. Strangely, Willowbrook has been mentioned only ¢
ﬁrigfly. But with.no. teference specifically to hepatifis and Shigel-
. Yosis. Eobody has mentioned Halt's studies on infant nutrition, no
ref@tenca o the cases in court at the moment -- Neilsen vs. Regents,
Nelson™ :ﬁ, the*ﬂnlzed States, Baily .¥s,. Mandel -- bﬁ?’they add up to
Thab is .091 percent of all of the prOJects that
“have been supgo?teﬂ\un thds cOuntr5 oW ¢
There here, in: the.Iast year agproxlmaxely 40,000 malpractlce
. suits .brought agamsf ‘the phy51cxan§ i this coz;nn‘)m
.percent of all. physxcians are engaged in reseaxch, Two percen;-of
40 060 would woPk out td about, 800 expected ma}researdh cases; there
are/{ho 1n the colires. ., ‘Nowheve Lﬂ the~ent1re hzstory 0f American
law’/has a malresearch suit, “been successfu11y~pp&se£Utéd 1n a.court . ooz
in this. country,.not one. Yale'Univeisity, a: few years.ago Tooked -,
intd the question of. whether or not their. uabzlxty ‘insurance. cbul.d
apply t6 malresearch ‘as- -well as malpractlce Thexr 1n5uﬂaace Cara‘..
rier looked into it and said; "Certainily,'. because thate Tnever had”
been a malresearch case. .There have beeu 1n$tances but they,are :
rare, et
One of the problems ‘that we face in trying to’ equate ail of thls :

is the problem of" the balanclng provision that was referred te. . - -
There are, it is true, the First, the Fourth “and :hé'TLfth Amenda .o
sme¢nts, and surrounding these amendments. the penumbra 6£fiﬁf6rmed Lo
Jcomsent. But agalnst what do’we balance th159.‘Every‘natiQnal con-
“stitution set up in the twentieth century provldes ‘that ‘the citizen’s
have a right to ‘medical care or acfess to mgdieal cage or,even, in a
couple of 1hstances, a, r1ght to advances apd. zmprovements in pedical
care. Most of the comstitutions set up in the ninetéenth century

have the same provision. But'the Constltutlon of the United Statés

was ‘drawn in the e;ghteenth c¢entury, when it was be11eved that 11-
..ness descended from on_high. through the Horsemen of the Apocalypse,

and there was no mentkon ofthealfh anywhere in, the United States
Constitution. et - - .
Citizens of, thé SoVIet Un10n have a right to medical care but
not the citizens of this country,*not in the Constitution. SubJects
of ¥lizabeth II, Queén of England, shave a right to medical care and
of agcess to med1ca1 care and 1mprovements in medical care. But
‘when'\in a constitupional situation one is required to balance the
rights of consen(, which are very real, against “the individual, .
against the rights of the' population £o medical care, whether these
persons be_ poor, whether they‘be prisoners or what have you, there

is nothing against wh1ch ore can const1tut10na11y balamcé that
quéstion.

. AR |
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I would agree that an argument has been made very strongly over
the past two days that research, if it js to be done, should bé with and
for the fetus, with dnd- for children, with and for women, with and for
the poor .or any other group. WHat I see here is an argument over dnd
over again that this group should be excluded, that group should be
excluded, and I suspect that frankly all of us, sooner or later, would
v like to find reasons to exclude everybody. This is rapidly what we
aré -getting to. But it is an old saying in the law that justice de-
layed is justicg denied. It can equally truly be said in medicine that
' research delayeﬁ‘means benefits denied, and one.of the problems we are
facing is_not only the balancing of the justice in the laws but the
balancing of the medical rights of this community. -I urge you to cons
sider carefully the medical rights of those persons still here and
still to become ill, and of those yet umborm, yet to be conceived who,
i 1if we do not consider research today, will suffer from those same
diseases tomorrows . -

-

&

ANDRE HELLEGERS: I am Director of the Joseph .and Rose Kennedy Institute.
. Could I ask whether the health security imperative that is being?®
postulated by Dr. Chalkley would be serious enough to institute a
lottery tyﬁe of draft to provide the population to be the subjetts
of the nontherapeltic research, and would that not then be a sort of
general obligation of the public that would get us around all of the
problems of special pleading for special works?_
THOMAS: We will come back to that by way of the panel.
MARTIN KAPLAN: T 3 in charge of research development for the World
Health Orgapization; Geneva, Switzerland. The sparticular point .
this, morning is research on the poor. I merely wanted to urge that ,
in formulating or improving and protecting the rights of the poor
that the research involved not be displaced to foreign countries.
One of the vulnerable population groups, as we all know, in many _
foreign developing countries are the poor. One particular area of
research, the development of hypérimmune gamma globulin for, antibeody
content by the plasma phoresis techpique,.has already found its
place in certain of the poor countries where formerly it was, done in ~
the United States. - :
So, my plea would be that whatever safeguard$ are set up within
the United Stafes for the protection of its own pgor also be taken
into account for the poor of the other countries.

STEPHEN WELLS: I am a psychologist and a member of the Fordham-Yale
Prison Research Project. I would like to address myself to the com- °
ments that Dr. Katz made concerning the interpersonal dynamics of
the relationship that develops between researchers and subjects. I
very much regretted not having the earlier opportunity to respond to
Mr. Bronstein,, who distorted our study and particularly with regard
.to the main thrust of the study, which was precisely on this point:
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to examine the’ phenomenon of pharmacolog1ca1 research conducted in

a prison from the standpoint of a psychological event and ’* .

environment.*

-Our approach®was to simulate a typical drug research experiment
and then to evaluate it as one does a psychotherapeutic experience,
to use standardized psychological measures bbth before and after.
Our finding, which he neglected to mention because, I assume, it did

' not accord with his needs, was that we obtained highly significant
changes in the direction of enhanced personal self-esteem and im-
proved self-concept, with aggres$ion diminished to a striking degree.

. Granted, these were short-term findings and p0551g§y not likely

to endure. They did open the possibility that the very act of con-
ducting research could be an experience that was highly beneficial
for Yire. subjects. This is the ’backgrdund on our present 'studies
that have sought to examine this_phenomenon in detail by construct-
ing research environments modeléd on therapeuth ones. We just
finished a series of researches in the prison, and we are also going
to be conductlng these with free-living populations in which knowl-
edge obtained from group the¥apy has been applied to the research
setting. This would include educat10na1 experiences with regard to

+ informing and informed consent, opportunltles for extensive discus-
sion on the part of subjects during the course of.the experiment, as
well as repeated opportunltles to manifest consent, all of which has
suggested to us that we:are dealing with a much richer and.more com-

plex relationship than simply the act of an organism ingesting a

substance for a certain purpose.

The possibilities of benefits, in terms of the experience that
men have with accepting in positively oriented research the .oppor-
tunity to generallze learning from an interest in the ongoing re-
search, may be quite significant. Our conclusion from our research, ,
among others, is that to have a mental health practitionér attached
to a research.unit to examine both the interaction between research-
ers and volunteers, and also to*attempt to structure the environmént
so it is a beneficial one for the subjécts, would be-a useful addi-
tion to the present research practicé. I would be interested if Dr.
Katz would comment on that. v

. This panel started oht‘&ery well with definitions.. Dr. Foster
started out by saying that he wants a moratorium on medical research
on the poor. He went on to define the poor as those who are illifer-
ate, those who‘are senile, those who are mentally incogﬁgient, or ’
those wha do not know English, and I suppose, do not have a trans-
lator at hand..

Now, I would like to make a comment about Dr. Katz, While ’
Dr, Katz was talklng, I was looking around the audience’ to see*how
many of my colle€agues whom I know to be engaged or have been engaged
in human medical research had horns sticking out ‘of their forehead. I
am quite sure that some scientists have horns, and ¢s¢ do pthers. 1
think philosophers commit mistakes, as well as lawyers, scientis;s,

e
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and all other members of society?, and we should be very careful
about those mistakes and to see that they do not occur.

Having said that, Dr."Katz posed a question from Isaiah Berlin:
Who in" the n®me of what 'has thé right to do anything to a person
without his consent? My answer to that very 1mportant question is
that the'laws established by society and not By individuals have
that right; but as Abraham Lincoln long ago said, "There must be a
mechanism whereby laws that are bad can be repealed or modified."
We can specify for future guidance the definition that Dr. Foster
gave, and we should not generalize from the few mistakes to all.
The colleagues that I know are as much members of that large group -
who respect human rights and the rights of the individuals as that
small group who have erroneously appraprigted to themselves that
.name which belongs te the hundreds qf’ﬁi ions of decent people in

the world. . .”

- [ . N
BERNARD BARBER: I am a socxolagéz 7:% have done some r¢search in this

field. I would like to addréss nvself to Dr. Chalkley and espe-
‘cially,; also, to those who applaudé®” so vigorousiy at his remark.

» First of all, as to the facts, he is alleging that only fifteen out

‘“ of 250,000 projects supported by“the NIH since 1947 have been -- I

was going to say actionable at law .-- have been taken to rhe courts.
The data from our study dctually showed that something like about 10 -

. percent, .by the evidence of the researchers' own responses and the

’ researchers' own definitions, have not conformed to proper standards

" of Informed consent or risk-benefit.ratio. First of all, the facts
are such that there is a greater problem here than Dr. Chalkley is
saying. .

* . But I am more distressed by the stance that he is taking and that
the medical researchers are taking. Do you mean to tell me, do you
mean to tell yourself that your definition is now going to be legal-
ity rather than morality? Do you mean to tell. me 'that the medical
research profession in this country,which for the last thirty or forty
years claimed to be in a somewhat higher moral position than the
therapeutic medical profession, is not about to place itself in the
same pos1t10n as the medical therapeutic group? Do you want 40,000

"malresearch suits? If you don't, if you are going to stand on
morality, we have to start d01ng something about it now Nobody is
accusing you of having horns. -
People are saying that there is a new moral climate.
your help.. We have® to work together. We have to do somet
all of thig. A simple ncgative defensivemess will not do. insist
that one of the¢ great reservoirs of morality in this country
been the biomedical research profession, and I very much hope that -
in this néw mord} tash th9t confronts us that strength will not be

given up. . ) ) AV

N

JAMES CHILDRESS: 1 am Chairman of the Department of Re11g10us Studies
at the University of Virginia. .Following Mr. Piel; I, tod, want to
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call 1nto question the doctrine of balancing individual risk and,
societa® benefits, not so much in a‘legal sense as in a social and ,
moral sense. I want to suggest that theye is a more fundamental
question im back of it, ope that actually determines how we proceed.
What are our starting points? What are our presumptions or, to use

. leggl-like language, who has the burden of going forward and who

. thas the burden of proof, and what is the burden of proof?

Now, I would suggest that there are two models that work iniour
discussion. One model that we have heard, perhaps most frequently
from the researchers, gives as a startlng point the great benefits
of medical research. The presumption’ig that it will achieve bene-

. .fits. * Then one asks how and within what limits, perhaps with a .
‘ certain fear of restrictions, especially governmental restrictions.

A second model, and one that I would propose, starts with a
different presumption.- It is that we should not engage in nonthera-
peutic experimentdtion on human beings and do not impose risk on
subjects if those risks cannot bear benefit and .unless certain in-
formation cannot be gained in any other way. I would use the lan-
guage of necessity, and would also add "unless there can be consent,"
Then' I would want to see the procedures to enforce this. .

“Ip actual practice there will certainly be agreement betheen
these two models reiatlng to many cases, perhaps .£ven to most cases.
But I think what one sees as important issues will depend to a great

- extent-on the starting points and presumptions, and to talk about
balancing apart from them is to misunderstand the issue. .

_VIJAYA MELNICK;.I ‘am a faculty hmember in the Department of Biology at
the Federal--City College. First of all, I would like to make the
. comment that since I see Dr. Foster on the platform, I am f1na11y
happy to see-some color on this podium. Secondly, I read in the
- program that Zhis is an Academy Forum on "Experiments and Research
w1th Humans : Values in Conflict." During the time that I have been
here conflict has’been kept out; ‘at least by the people who have -
presented their papers from the platform, there is minimal conflict.
Yesterday there was hardly any. I question why the people who have
publicly Held opposing views on these subjects, such as consumer .
groups, student medical groups and so forth, those who have been
involved in poverty research, as well as in concerns in the poverty.
-area, have not been invited or been part of this presentation: I
think that we have to get more of a total p01nt of view, and if we
were really interésted in finding out the various points of view
~ that we should have had those represented on this platform.

-LOUIS LASAGNA: I am Professor and Chairman of the Department of Pharma-

’ cology, Universgity of Rochester School of Medicine and Dentistry. I

. have long been persuaded that it. is posslble to do bad research and
stupid research and improper research.on the rich and the poor ‘and
blacks and‘whites and men and women and prisoners and nonprisoners.
- I am also, however, persuaded that it is pdsslble to, do proper and

-
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intelligent and socially useful research on almost anx_population"
that has been discussed during this two-day Forum. It seems to.me
what we should be doing is evolving rules for playing this game in
such® a way that things are done .properly and ethically and with
humanity and compassion.
- I am struck by the fact that the horrors that are described, the
giving of placebos to Chicano women or the injections of cancer cells -
into unknowing, chronically ill patients in Brooklym or the hBrrors
described at Nuremberg, perhaps have an added special dimension of
horror by reason of the fact that the experiments involwed the poor
or Chicanos or Jews or prisoners. But I submit to you that these
experiments are horrors-independent of the nature of the population
group. [ submit to you that they would Have been ethically improper
and horrible were they done on Dr. Hubbard's family or the Rocke-
fellers. Therefore, I think it behooves us to pay more attention ‘to
evolving rules that will be applicable to all, to the rich, the poor,
’ * the white and the black, the advantaged and the disadvantaged. .

. -

BERNARD DAVIS: I think Mr. Barber brought up a very important point in
suggesting that the medical profession should not be happy at defen- -
ding its actions simply in terms of the smg!l'number'of legal attacks
on research activities. .I think this is a very fundamental point,
because the whole movement that led to this.Forum agose not many |

. years ago when the field of medical ethics, which has always been
- implicit in medical practice since time -immemorial, was’ taken out of
the hands of doctors by professional ethicists and people with other
backgrounds related to this who raised very serious questions of
ethics, who helped sharpen the perteption of doctors to errors that
have crept into many research studies. For the first couple of
years, as long as the discussions were concerned with sharpening the
. moral perceptions, this caused groups to be,more self-conscious in
Medical research about the rights and wrongs of-what we are doing.
I thik there would be few medical researchers that would not wel-
come that movement. ) ’ & - o
Now, however, what started as a concern with moral issues has
- *  become increasing concern with legal actioms. The promulgation
- of reguldtions that bind the medical professions. whether within the
NIH or eldewhere, are legal actions. Dr. Edelin, for the last few
weeks or mopths, has not beep wrestling with a moral problem; he has
- been wrestlig with a legdl problem. I think that what leads to the
polarization ‘that I deplored in.my remarks yesterday is that we are
: 4 facing not only adversary relations in our discussions”between cer-
.tain lawyers and doctors; we are facing actions that are soon going
I to lead to extensive bureaucratization in the form of legislation. ’
The dangers of legislation displacing moral concerns are those that
_;__ all of us who wish to benefit from medicine must be worried about.
. T~ ’
THOMAS: I would like'fEJcommend the panel for being so courageous and »
“patient during all this -time_and now turn the meeting back to you.
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FOSTER: My problem is compounded, as you can see. Not only do I have
. to be concerned about whatever rules, regulations, guidelines are .
structured for the whole realm of human experimentation, but I have
to be a bit more concerned as they are applied to both the poor and
' to the blacks. I think everyone here realizes there is an asymnetri-
.cal application of standards in this country. The likelihood of the
Hubbard family being ripped off is much less than fdr a poor black
family in this country. I am véry sensitive to the fact that the
- great majority of héart recipients have been white, and the donors
have been fjlack. I know, and I feel it. For these reasons I am
trying to structure.at least a segment or glean out from that popu-
lation and protect those that are at most risk or most vulnerable. .
=1 think this is appropriate; but again I would like &o emphasize
that I think it is in the best interests o# both science and the

humane community. .
I am in agreement with vou, Dr. Katz, that the poor are _quite __ - R
capable of comprehension. But mang times they don’t comprehend, not N

from inherent deficiencies, but from deficiencies of the experimen-
ters, rather than the experimentees. Things are not explained to

them, and no effort is made to do so. And indeed, there is an ele-
ment of subterfuge often used because people may reject experimental

T. "progesses. But I really tecpmménd my changes on different grounds.
. I am concerned, as I have just mentioned, about the mal-application
- ) of the standards and the lack of enforcement, and that is really
w?at prompts hy recommendations. .
L ' < ‘ . .
KATZ: 1 want to be brief, and I don't Know where .to begin. I have a .

hopeless feeling that we have not understood each other. If what I
) talked about can-be summed up in making the point that researchers
. ¢ have horns, then I almost want to .leaye.on the next plane.
. : Researchers don't have horns. .It would be nice if some'of them
) did begause then we could identify.them, and we would have no prob-
‘lem. But we are dealing here with really Aundamental human, psycho-
logical, scientific, and value is3ues, -dffficult issues. I don't -
¢ think they can be resolved easily. And when I suggested that we
take one approach, ] only did this in order to create some discas-
sion. But I was more interested in saying.that these value con-
* flicts have to be acknowledged, and they were not acknowledged by’
: ¢ « this Forum in this last-day and one-half. For better or for worse
‘ " the research community feels under attack, and it had to take a
completely,defefisive attitude today and 'yesterday rathér than to, ~ .
explore the jissue. ’ . C— .
-1 have two moré very brief points. One is the horrors of the *
¢ - experiments, I wish I had not even aljuded to some_of the horrible
- experiments that I did. Dr. Lasagna i$ quite riéht: these “horrible. . )
experimgnts will occur under, whatever regulations you mjght have. —
.The real problem is the day-to-day conduct of human research, and*
i what I wanted to open up'for discussion is, the extent to which human
; .. subjects are fot being informed that they are participating in*a ,

!
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research project. .I can give you countless examples of their being
4iied to about the nature of the research, et cetera’. ..

£ - .

- And this brings me to my final point, and I feel badly that it .

pr. Chalkley, of course, 1s quite correct. Out of all these experi-

ments only fifteen or so went to court in the last ten years; but i1f~

he does not hnow to what extent even the research projects that are

-Being condusted under HEW guidelines are in violation of these guide-

. lines, he ought to find out. - _ |

¢ ‘Of course, he cannot find out very easily or could not until.
.recgntiy. 1 am not sure whether the regulations have been changed.

. They change so fast these days that even 1 cannot keep up with them.

. ‘ ut at least until recently there were not mechanisms in the HEW

regulaﬁioﬂs that made it sandatory, for example, to report to him

« "+ + and to report to the Secretary whatevér violations occurred in the

- conduct of Tesearch. But I #ink there is lots of it going on. .

. - to be changed, not necessarily so.:* But we-ought to be a little bit
‘mbre self-conscious, and we ought to know a little bit more as to
what we are doing and why we are doing it. s

INGELFINGER: I agree with Dr. Barber that the medical research profes-
o _ sion should not engage in negative defensiveness. But hdving said
€% ¢ that, let me engage in a little bit of it, because you know you face
o. ' “facts. Dr. Thomas, yesterday, said, "I don't believe that all this
.~ ° outrageous experimentation goes on." . Jay Katz now has said“that he
knows of many, many examples ‘where patients are being lied to, where_
they are not- being told about the nature of the experiment.
The editor of a medical journal cannot tell whether or pot the
subjects were lied to. So, I am not commening on that. In the ‘
New EnglandtJournaZ of Medicine, if we now receive a paper of a _
. vandomized trial, we ask the author, "Did you or did you not tell
v . the patients that.the medication or the procedure you get is received
by lot or was determined by lot?" So things are improving, I think,
as a.résult of thesefforts of many of the people who are here and
‘ others. This is a position we have, taken, and people will be in-
formed better. ) . i ’ o .
To ;@0. back to negative defensiveness. Of course we should have a
,positive apprpach, but what is, it? How can we achieve it? Car we -
achieve it by lottery? "1 think Dr. Hellegers was probably speaking
with tongue in, cheeky but no, I think one has to s¢ll “to the public.
That i$ why ] tried £o make the point about more and more people
’péigg,involvqﬂ as administratively eligible subjects. Ong has to
- sell to the public the idea that mediéal research is ultimately
. -+ ' beneficial. If people say that-it isn't, then one cannot talk to
. them. But if it is, then one has to sell to the feminist, for
example, thesfidea that she wants-studies on contraceptives.
And Dr. Foster, if you want tQ exclude certain groups, the poor,
all right; but you are going to deprive-those poor of studies that

’ ~ .
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are-particularly éermane to their problems.. They are susceptible
because of their econamic deprivation to conditions of malnutrition
Qr certain infections or other conditions, such as psychiatric prob-
lems. So, I think to exclude them from that kins of study is dis-
advantageous to them. I would hope that the poor would eventually’
push, for certain studies. So, the positive approach that should
come out of a meeting like this, I hope, would be a greater accep-
tance of the public for the need for medical research but under cer--
tain controlled conditions, which ‘T agree should be a.matter of ten
commiandments 'rather than a series of infinite numbers of small rules.
I should 1ike to conclude by referring to an article by Hans
Jonas in the 1969 issue_of Daedalus, which I think is one of the
best articles ever written in this general area and in which he
covers practically all the subjects we have discusged in the last
two days and in which, even though he is a Philosopher, he does
bring in the fact of balances. Dr. Jonas cites the following as
the principle of the order of preference: 'The poorer in:knowledge,
motivation, and freedom of decision, (and that, alds, means ‘the
more readily available in terms of numbers and possible manipula-
tion), the more sparingly and indeed felugtantly‘should the reser-
voir be used, and the more compelling must therefore become the
countervailing justification.' - o i : K
This, it seems to me, is the propet approach, namely, we don't

" make absolute rules. We do not prohibit .use of captive groups,

poor groups; but the more we use ‘them, the more we have to kndw

what we are doing, and the more careful we have to be.in ﬁhe imple-

-
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REMARKS BY THE HONORABLE

. ‘ " CASPAR W. WEINBERGER -
. - - t P IS
. . Secretary of Health, Education,
: and Welfare ¢

v
-

, . -
The 1nterest of the Department of Health, Education, and Welfare in the

issues that you are considering in this Forum is self-evident. A major
-goal of the Department is to improve health thraugh- research; and

+ another is to protect the rights of those who participate in that re-

search as subjects. . }

Some feel that'this is an irreconcilable conflict. To us.it repre-
sents only.the necessity for achievipg a reasonable balance of all of
the interests. In scarching out this balance, we cannot forget that
no matter what various perspectives we bring to this task, there.is
one common interest that we all share:. the absolute necessity of con-

.’.ituuq, N

. 1
-

ing all forms of -research and in such a way that the basic human
:TZ:%;‘bﬁgall\gfncerned are protected. If we forget cither part of
that equgtion uugi:gl) be very serious difficulty for us all, and for

.mankind in general. —~ - .

It would be foolish to suppose that there are.fo problems in deing _

this or that it can'be donme easily. But it would be equally foolish to:~

suppose that *we should not make the cffort or that there can be no

. progress, for we have actually already demonstrated rather substantial

progress. Fifteen years ago, HEW funded a study on clinical reschrch
involving human subjects. That study, condy ed by the Law and Medi-
cine Institute at—Boston University, cited/a.certain research project
in which investigators did spinal taps on healthy newborn infants with-
_out the parents' consent. The physicians who conducted this experi-
.ment saw nothing wrong with it at that time. They believed that as
physicians they were the best judges of whether the spinal taps were
safe or not. They said that parents could not possibly understand the

—. nature of their regearch, and therefore would probably deny their con-

O
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The issue today Has advanced to new grounds. It now hinges bn:the
issue of whether informed consent from parénts for a procedure that may
be of no immediate med1ca1 benefit to the .infant,.or perhaps ever, is
ethically acceptable and -legaily valid. The future of a*great deal of
vital drug research also hinges on thé resotution’of this.question.
These are things that necessarily have to be decided by a wide spectrum -
in the community. I think that the best way to do it is to try to get,
some as effective and as flexible guidelines-as possible so that each
individual question®dpes not bave to be researched and tried out, se “to .
speak, and worked over at endless lepgth while we are denied the fruits
of what could be and in many cases will be very valuable, very, essen-
“tial research.- .

On drugs there is a particular dileifia that I Face and that will
illustrate some of the problems involved. The Harrison-Kefauver Act
déclares that no drug to be used in interstate commerce can be adver-
_tised for use by any age group without first haviang.identified the .
correct dosage and both°the safety and the efflcacy'of that drug. The -
drugs now can be tested among adult volunteers, of course, to ascertain
those things. But if there is no way of trying to test drugs on chil-
dren’to get that kind of information -- and at the moment: the mechan-
isms are, at least, cloudy -- new drugs could be denied to- children
simply because .there is no mechanism for prior testing. So, there_is
no real way to abide by the Harrison-Kefauver Act as it applies to
drugs for children unless we get a clear mandate on the ethical issue
of testing drugs on children as subjects! As Secretary of the Depart-
ment, I am obviously on the horns of the dilemma. I am responsible for
- promulgating food and drug laws efféctively, carrying them out, and
adm1nlster1ng them, and yet we' must certify that the Food and Drug
Admlnlstratlon is complying with the {law. This would appear to be pre-
vented in the absence of: ‘certain clear ethical gu1de11nes concerning
.the  issues of how you get informed consent, how YOu can make some tests
on children and infants who, necessarily, have to be involved if we are
to develop the proper dosage, if we are to enable children ta have the
benefits of what might be a very considerable medical advance. So, we
do need, obviously, to try to work ouf some kind of guidelines, some‘
kind of formulae thdt will enable us to conclude that 'there has been
sufficient informed consent to proceed ) m Y

There is no body of law -- statutory Or case “law oﬁ consgltutxonal
law -- that clarifies or gives us a certain answer on this whole prob-
lem of informed cansent. So the needs of-science and the needs of
humanity have moved, in a sense, beyond the preseht 1n51ghts of the,
law. But since, as ME; Justice Holmes said, "The life of law is .
experience,' we may .wvery well hope ‘that the expefriences can become part
of the law. That is essentlaTTy~th\\process i which we are engaged
right at this precise moment.

. Who can give informed consent for minors in research projects? ,Thé
law ‘likes to reason from analogies, and wé have some analogies in
_guardianship cases, matters that are not quite as important as this .in
many situations, but some that m1ght be considered. There are those

-
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. whére we recognize that infants and in some cases unborn children can-
" not give that consent, where we-recognize that consent of children is

necessdry and we try to find somebody who can at least -be a sufficient~
ly close representative'with sufficiently close.interests so that they

the ability to give an informed consent. That is a familiar enough
thing in the law in other situations. We can perhaps us¢ some of those
analogies to develop further guidelines. N ’

. Drugs, of course, are not the only problem here. Also at issue is
the whole progress of research, for example, into the chronic degenera-
tive diseases. As scientists, you will know. far more than I about the’

fact that the most vital area of tesearch against heart disease and ...

cancer is concerned with investigations of normal ,tissues, -normal , -
bodies, all of. the development that might be considered normal, in
order to define abnormal. For this purpose, obviously, research must
be conducted among a population of presumably normal infants, normal
adults, normal volunteers. In order to conduct.that research, we jrave’
to find ‘some mearis of.develdping a.method thap protecis the interests
of those-infants and children whom we are investigating to see if, in
fact, they are normal. This, in turn, can help us produce happier,
healthier lives for millions of individuals not yet born who also have
an interest that has to be represented; and in many cases is repre-
sented to some extent, by the people-doing the résearch. So-it is a _
classic kind of dilemma involved in public administration and ethics
and~law and science. There is no question that this kind of work has
to be done. ’ . ~

Another very hot, burning issue in this whole field is the use of
prisoners for research. Scientists have long viewed prisoners as an
ideal population for certain controlled studies, because their diets
and their life-styles are easily observed and easily controlled. As
you know, many very beneficial discoveries, particularly in the fields
of immunization and microbiolqgical°proc¢sse§, have come from research
on prisoner subjects. I think it is clear that they are needed in many
kinds of research.' Whpt is not clear is whether or how prisoners, who
live in a‘coercive environment, can freely give their informed consent
to become research subjects. This is an issue about whith there is
little likelihood of any final agreement, and the matter certainly has
not been helped-by some of the more recent examples that have been be-
fore us and that started many, mafy years ago. I don't know that we
are ever going to get a solution in which we can say .that everyone be-
lieves there has been fuifigﬁH’TEEET—EE;ZEEEE?_SF"?HQt*isnthgrproper,
way to protect the interests of prisoners. Some would .say that the
only way you could do that is to make sure that they are released from’

_prison, at which point you lose all of the biologiEET‘zdvantaggé‘gf

having them in-‘a controlled envifonment. But we must come to somé-kind
of reasonable decision op the question. I don't think it is reasonable
to say that the situation is too difficult or too delicate and there-
fore that we should not consider it, because there are very real and-

“very necessary advantages to this kind of population. .But it is
equally-4important that we make every effort to get what in many cases .
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- when they were involwed in NIH-supported research.

. R .
is a~somewhat casier warTham 1S The case with infants and children, a

"ttuly “infformed consent; and the voluntary nature of it, of course, is
the place in which a lot of this would start.

This illustrates, 1 thinky the reason why, at one time, it seemed’ to
me so obvious that it was. going to'be virtually -impossible, in this or
‘in some of the other governmental tasks that I have tried to perform,
to please everyone. Now I.am being brought rapidly to the conclusion
that it is going to be impo$sible to please anyone. Nevertheless, that,
would certainly not be a deterrent for tryzng because. the staked are too
high. The goals are too necessary, and the,results are too hopeful to
allow us to give-up,

So sdlutions are a very real necessity. The real test will be . -
whether the compromises that inevitably will have to be made to bring
us te a final result will safeguard the essential rights and responsi-
bilities of everyone concgrned, and yet ensure that researchers will
have sufficient freedom to continue making at least attempts to secure
and duplicate the illustrious achievements of the past.

It is easy enough to state the dilemma.. But'this is essential,
because if we don't, it is too easy to say' that one factor overrides
‘everything else, and therefore we can ignore everything else. If we
don't state that dilemma, if we don't realize the difficulty of the
problem, then I think we tend to polarize and to prevent and in effect
make mich more difficult our ultimate task.

We have made a substantial amount of progress, I think. In 1966,
the then Surgeon General issued a policy statement governing the pro-
tection of human subjects in projects that were supported by the Public
Health Service. The policy was codified in what you call and know as
“The Yellow Book.' 1 am told that -when that first was published, some
scientists said that the code would simply make impossible any future
researCh because of red tape and delays. This is not to say that the
Yellow Book was perfect or that the guidelines can now be picked up and
followed in all programs, but those dire predictions did not come true.
In many ways, the 1960s turned out to be a golden decdde for scientific
inquiry, and I think that a great deal of it was done accompanied by
and guarded by some of the prptections that were first proposed in the
mid-sixties. Once you bring the ghosts out of the closet and look at "
some of the problems and some of the difficulties, approaching them on
a kind of one-by-one basis or step-by-step basi$, to quote from a col-
league of mine_in the Cabinet, it is quxte poss1b1e to get solutions
that initially seem to be impossible, -

. We should not underestimaté the difficulties. They are very real.
But sometimes [ think that we make some of our own difficulties just by
believing that they are too hard to overcome. A few years ago the
Director of the Nationsl Institutes of Health ‘began several. studies té
develop guidelines for protect1ng prisoners and the mentally retarded

In time the Scope
of these studies embraced all activities that were conducted by the

.Department. Eventually, a few months ago, this resulted in my issuing

—

proposed policy and draft regulations to govern research invdlying these .
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. special subjects. Misunderstanding and suspicion have arisen over
. some of these proposals. I think this is not a bad time to.fry to
clear up some of these. - .

The firgs point, 1.think, that should‘be madé is that wedid not-
issue/thede proposals 1n reaction to congressional prodding. Our work ..
pteceded by a long time she interest of the Congress. I don't think
that is particularly important, but I mention it only because a lot of
people have said, "Well, you did not really méan thlS You just rushed
into it because the Congress forced you to do so." Some people say
that we never do anything tha}" the Congress wants us to do anyway. So
this would be sort of inconsistent with that viewpoint. But the simple
fact is that the Department, for a long time before I came and while I
- have been there; has been very interested and deeply concerned with the
. ‘" hecessity of trying to deal with this problem of protectlon while per-

mitting and encouraging necessarv research.

Secondly, ghg§e proposals did not emerge from the perspectlves of
some narrow intérest group. This, .again, is a curious example of the
way the attacks normally cormie. ‘Some said that they were the work of

.* prople who had no training in research and who had a built-in bias
against having any done. Others said quite the opposite, that all of

- these things came from apologists for the research community, and

therefore were automatically to be distrusted. The facts are -- and I
know because I participated in a great many of the sessions, having a
real interest in this subject myself -- that. the people who pyt “these
proposals together represented a balance of interests ‘and expertise.

- There were lawyers, including myself and many others. . There were re-

search_scientists, and we had a ‘person trained in bioethics, which is 2
.comparatlvely new field, but one which we thought was very important to
have represented. These people, in turn, consulted at length with some
of the nation's most respected experts in law, medicine, and ethics,
many of whom, I am happy to note, are present today., There was a sus-
+  tained effort made to try to get many differing viewpoints and many of |
the interests that have to be balanced brought 1nto consideration .
during the course of this process.

The real problem is not any lack of sensitivity to competing inter-
ests, but’it is this very difficult task of trying to balance and recon- -
cile diverse and strongly held views on both sides, stating the terms
of that reconciliation in ways-that will permit us to administer future
regulatory programs fairly without looking at each single research
experiment and applying some kind of different, perhaps subjective,
standard to it.

There is another example that might be of interest. One of our pro-
posed regulations would require any research conducted overseas with
our government funds to comply with the essential standards of the
pollcy as a whole. That, I think, is a broad way to phrase it, but it
is a clear indication of what-is deszred and what is intended. However,
it also provides, as I think you have to do, that under special circum-
stances the pelicies can be modified. ,We have had a lot of differences
ovVer this proposal. Some say that it 1s wrong for our goverament to

2
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‘attempt to dictate to other nations how our research should be conduc-
ted in their countries. Others say that any opportunity or any possi-
bLllty of modifying the requirements would merely drive unethical
research overseas. The real problen, however, is to assure that all of
our funded research meets with our basic ethical standards, while ad-
m1tt1ng that some' conditions make strict adherence to all parts of the
"regulations frankly impossible.

We have one case, just as an example, although there are obviously
going to be many others. If a research project were planned to dis-
tribute a nutritional supplement to é‘group of tribes in an African
country, would it be reasonable for that investigator to be required to
convene a2 consent committee composed of a lawyer, a physyc1an a com-
munity representative, and an ethicist to determine whether it should
be done? I think just stating that indicates the impossibility of it.
But under the model that we have talked about we think it would be
possible to consider such cases on their merits, and that is the wvalue
of the review procedures.that we propose. We could not achieve the
necessary degree of flexibility if the program were established by
congressional act or a court order, which is quite likely. And court

. orders are much more. likely to be rather totally negative than to have -

any degree of flexibility. .

So, what we are trying to do is ta develop some kind of a set of
safeguards that will-have a broader application than just a single
individual project, that will have some degree of flexibility, that will
enable this vital research to continue, and that will enable us to be
able to assure the public -s as indeed we have to do -- that human
rights are indeed being protected. ‘I don't think we can ignore this
point at all because the_public, through Congress and through numerous
other bodies, has voiced its 1nterest and its concern. Since that is
the kind of government we have, fortunately, it i's clear that the
establishment of any kind of public rules for the conduct of research
involvirng human subjects is public business. For one thing, it is
funded with public funds to a very considerable extent, and it is some-
thing that is obviously going to have to have the support of the public.
It is the province of no-one group that is narrower or smaller than the
public as a whole. The issues are the province of no one. They are
the concern of everyone -- the scientist, the research subject, the
taxpayer, and the public who are ultimately to be the benef1c1ar1es of
the findings of that scientific research. .

Another way of saying it is that if you are.to have pub11c1y sup-
ported research, it does, indeed, have to be.publicly supported. You
do have to have considerations of this klnd clearly in mind, and I
think everyone has to reczépbze their vital importancé. So I particu—
larly welcome, and I am s everyone here as well as everyone in the
scientific community who may not be here will welcome, the creation of
the Natienal Commission for the Protection of Human Subjects of Bio-
medical and Behavioral Research that we chartered and held openlng
meetings for just a few weeks ago. '

-
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This Commission has agreed to undertake a very difficult and per--
haps a thankless job. But we chose as carefully as we could to try to
get not only a high degree of expertise but a broad representation of
the interests that do, indeed, have to be balanced. I think without
the public spirited work of this Commission, the work of everyone in

v science might well come'to.a standstill. That would be bad for every--
one, and most especially thesprople who are destined to benefit from
research.

‘We should be clear on one thing: the work of this Commission is your

‘. . work, everyone's work. Its success is either going to be your success
’ or your failure. The health and well-being of countless millions, in-
cluding many unborn generations whose interests cannot he represented
on that side 4ny more than they can be directly represented on'the side
of whether they can consent, will depend on the work of this Commission.
I hope it will have your support, your understanding, and your
cooperation. ~ ;
“ - I would like to express the deep appreciation that I feel to the
Natiopal Academy of Sciences for its initiative in convening this Forym.
Your deliberatibns will help to provide an invaluable and essential
backdrop for those of the Commission. They will enormously help me and
all of may colleagues in the Department. I woild be aStoupded if there
is full agreement, but I would be equally disappointed if there are not
some extraordinarily valuable contpibutions made that will benefit the
National Commission, but more importantly, perhaps,.in the longer range
will benefit all of mankind. . ' ,

INQUIRY AND COMMENTARY

.

PHILIP HANDLER: Thank ‘you very much, Mr. Secretary, for this very °

y ‘thoughtful and illuminating statement. We are most grateful.
.Secretary Weinberger has indicated his willingness to answer a few .

. questions. s T

SECRETARY WEINBERGER: I hope they will all be of a suitable technical
difficulty so that I will be able to display my, Iayman's qualities.

.~ GEQRGE'HILL: I am not sure I will be technical or suitable, but I will
‘try. Mr. Weinberger,-why i% it that you pick on the poor and the..
‘poverty people to get the brunt of the cutffs in Medicaid and the
various programs that have come through many years of hard labor Jand
decisive fighting of our congressmen for them? Why do yeu insist on
destroying the benefits of the poor and those who are too weak to
assert -their .prerogatives in Congress? -Is there, perhaps, some
feeling on your part thatlthey are not the deserving.poor?’
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WEINBERGER: That question is so totally incorrect™in its assumptions
that while it(is obviously, I am sure¢, an important part of your
agenda this afternoon, I will nevertheless %?sher We have a §1.6

LN - billion increasein Medicare and Medicaid, ahd even in these times,

s 7/ and even by hashlngton standards, 1 would\pot con51der that that is
.cutting off or destrO)lng a program.

I3
&

HILL: 1 don't think you ha\e answered- my question. At the ﬁrices that
we in Medicaid have to pay,there is a great.discrepancy between what
you speak,of in totgl numbers of dollars and what each poor indivi-
dual has to spend.for medicine. :

- . .

WEINBERGER: That is not correct. At a2 $1.6 billion 1ncrease,;ue are
: ; nA:DAa?Z%:mugh too high rate ofinflation and

g there will be real benefit increases in both pfggrams. .

.
- . [

HILL: No physician wdnts to take a Medicaid applicant or dependent.
How will, you arrange to develop a program in which more money -~

HANDLER- I am sorry,51r but you have departed from the subJect of the
. meeting.

hEIVBERGER Fortunately, several phy51clahs are more" than w1111n& and
. eager ahd,happy to take Medlcare and Medlcald patlents

DE\IS PRAGFR I am Director oﬁ the'Populatlon Studies Center at
» . Battelle Memorial, Inst;tute Mr. Secretary, one‘of the problems
: . tha't many of us face is the protection of the institutions doing
médical research.” On the one hand, we are attempting to use our

> institutional ommittees tdrprotect the rights and welfare ‘of human
.. subjects, On the other hand, if many of the institutions do not «
obtain some sort of an indemnification,* yill bc® unable to take

. :the kinds of risks institutionally that,
) Etandlng is that at levast -An_your Departm
of the Secretary himself to grant these kinds
wonder what kinds #6f. th1ngs are hqppenlng w1th1n the
: . WE INBERGER: That is a very good questxon "and 1t touches a very diffi-
cult point. Tf we can work out the set of guidelines#and rules
- under which it would be clear thai research conducted according to
. centain well-understood -guidelines did-not produce liability, we
.. would not reach the question of indemhification because you would
. . not _have to indemnify anyone except, against'a liability., . -
Vow, thxs is not to say that there might be people worklhg under
: hfhe auspices of an imstitution who might depart from thpse ‘guide-
?, " Tines. Then you would have your normal agency rules and: all the
- Yest as to whethef or not the institutiom was ultimately ltable.

re necessary My under-
it is the prerogat1ve
mnification. -I
partment?
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What I would like to try to do Vould be to work out indemnification
primarily whero thére has been a following of the guidelines that
are laid but. In other'words, T would like the guidelinés to be so
clear, both to the institution and to the person doing the research,
that the ways of doing it are stated and can easily be fo}lowed. ~ If
there is a departure from that and the institution is in no way
tresponsible, then without any action by the Secretary and in the, ,
normal course the 1nstitution would possibly be freed from liability
’ py the courts.
3 /ﬁhe difficulty 1s, as we know, Yhat anybody can be sued for any-
thing regardless of the merits of the case. And the expense of
wdefending is very great. If I had nog;spent most of this morning

I would suggest that possibly'one of the better ways to try to do it
would be through some form of insurance. After this morning's ses-
sign,” I am not entirely sure that that is correct. But we would
try our best to insure that hoth the institution where the work is
done -- because ®byiously theyYthave to be encouraged to do it and to
sponsor it -- and the individual who does it, if they_follow certain
guidelines, would be freed of later responsibility. That indeed
would be 'the purpose of the guidelines. And this argues for trying
to make the guidelines as clear, as easily understandable, and as
- : easy to fellow as we can. It adds to the size of the problem,” but
- I do not think in any sénse that it is ipsoluble. It.is handled in
T .' _. analogous ways in other legal situations throughout the whole spec-
. .frum of the economy. - .- .- * . . :

~ «*
- 0

SAMUEL GOROVITZ: 1 am Chairman_of the Department of Philosophy, Univer-

" sity of Marylahd. I think it can be argued that although universi-
ties ‘have no monopoly on good quality #esearch, the possibility of

. . haintaingpg productivg research programs of the sort 'that we all

desire depends very importantly on the maintenhance of vigoraus,
viable, and diverse universities. Yet higher ‘education in this
country teday is in a very tenuous condition. Its financial base is

““‘rapidly eroding. Many institutions are on the brink of collapse.
There does not seem to be in the near future any obvious solution.

dealing with what we, I. think, correctly eall the malpractice crisis,’

.= I wonder if you would comment on the views of your office and:tﬁs__—/)/

plans to resolve this difficulty.

WEINBERGER: WelT, obvipusf? any organization that spends in excess of

§5.5 billion on the subject is interested in it. And it is cleariy,-.

40{‘ . as you say, an extrfaordinarily important part of the entire subject,
* We are very interested jp it. We are aware of the difficulties and
the ravages of inflation on higher education and on some of the

" problems that.are involved in suitable student assistance and in
institutional aid. We do“think that, first of all, we have very

- - s
. substantial studefit assistance programs before the Congress.. We .
- - ’ . to.
. " . N h . . . >
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belleve that that is one of the very best ways of ensur1ng the con-
" tinuum of expertise and skills and continued existence of many of
. the upiversities and institutions of higher education. Student
o assistance we think is a vexy proper way to go,and a preferable - . -
way to proceed, rather than simply trying-to divide the resourcas . '
that are available -- and they are limited, as all resources’ are -- -
among all imstitutions in some kind of a roughly equal formula. So .
we have opted for increased student assistance, both at the under-
graduate as well as at the graduate level, _ - o

We obviously will continue to fund a number -of research pro]ects
of a substantial nature. The obvious place for cariying out these >
research projects will be institutions that are equippped- o do 50
and have the skilled.personnel, many' of whom will have been trained,
with federal governfent assistarice to carry them out. So this hlll
be another ‘source of fedetal funding..

In the final analysis, we will continue to rely on very substan-
‘tial state support for public higher educational institutions, as
we have had in the past. Here again I should emphaslze the point ',

. that I mentioned earlier: these publicly supported institutiens
have to have public support. So there will be’considerations of T

. : matters in which the public is extremely interested, as the ones you S—
were considering. .This is not to say that we are going to, tell

them how to run -themselves. That would be the ver)\last thing that .
) T would want -to do. It is a thing that I think thé government is .

T singularly ill-equipped to do, aside from any moral or philosophical '
factors involved. But, there will have to be considerations by the ;
.nstitutions themselves of the need for _maintaining public support .

* if.they are to encourage.the kinds of publlc contributions from ’ . Q)
state and. local funds that have been there in the past and I am sure “
will be there in the future.

‘ ) U1t1mate1y we are going to have. to reduce very sharply the totally
unacceptable rate of inflation tHat is now ‘in the economy and is .

. . "eroding not only the value of all that everyone do€’s but, even worse,

is eroding pub11c confidence in our instftutions. The basic ‘policy

of the government is .designed to try to overcome that 1nf1atlonary C A

spiral as quickly as we can.. It-is part of the dilemma.’ ' We can, as’

a federal government with $52 billion, $62 billion, and pos§1biy

$70 billion deficits contribute mightily to.more inflation. We . .

know that inflation hurts, particularly the people our Departmeqt,, was'.

called into be1ng to serve, hurts them more tHan any other group in .

‘the commun1ty It also hurts instrtutions and research projects. )

’ These are_ all things that we have to have in mind gs we try to .

‘ devise the basic policy of the government "1 am convinced first of

.all, that the ;mportancé of strong, healthy, growing universities )

and postgraduate institutions is so‘vital, for .the future of the o

count?y that it does now and always will occupy a very big part of

the pr1or1ty setting of our Départment_and of any Administration.

..But-there afe these other factors that I have mentioned that will .

undoubtedly have to be cons1dered in the course of 1t. Byt certalnly

Y . e ’
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" tists, the institutional aid to some-extent for specialties, heavy 4

emphasis on student aSSLStanCe at all levels -- these are keystones : .
of.our policy 4nd certalnly would be of the policy of most anyone .
who addressed these problems : - .

> DORIS HAIRE: My interest is Eﬁ'maternal and child health. I find in

dealing with the various hashangton agencies that there seems to be
a great reluctance in those agencies teo alert women that virtually

.every woman in thé United States who goes into the hospital to have

a baby .i$ an ‘experimental animal. And there is almest no discus-
sion about tlie fact that we know dlmost nothing about the long-term
effects of these dru Tugs. N What agency can one go to to see that this

information..is given out to the general pub11c°

hEINBﬁRGEk It is the statutory task and the responsibility of the Food

-
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and Drug Adminjistration to test with. great care all new drugs; to, .
“continue té apply-the latest. technologzes to.old drugs that are- .~ .- > .-
authorized for generalsuse; 'and to report to physicians, hespitals, =~ "
the public, and all who would be doncerned ghe effects of these .
drugs -- their good effects, what they might do, their possible
negative effects,.and so on. In order to be able to earry out those
résponsibilities, some experimentation, as have indicated, is
clearly required.

I personally think it is overstating it a b1t “to’ say that every-
ane who enters the hospital to have.a baby' is a human eXperiment.
There are so many procedures that are so thoroughly accepted and
undefstood and followed so regularly that they can be said to have .
passed beyond the experimental stage. 1f there,are new drugs or T
drugs that are not formally and off1c1a11y approved by the Food and =
Drug Administration and that are proposed td be used, then clearly - T e
there should be the fullest and most complete undersﬁandlng of-that
by the patiént, by the doctor, by the hospital, followed by- agree-

. ment or refusal to permit.their use.s* a -

* accurately.and completely an

We- obviously-are trying to improve. " But we du;and shouid rely -
and have to rely on the a551gnment that the Congress has made to the
Food and Diug Administration to carry out.its respons1b111t1es in °
this field. The use that is made of the information that is avail-
able on the labgl and in the various publications vbviously cannot .
be controlled directly by the government, nor. should it be. But the
information is there. It is our dyty to get it there, to get it '’ i .
date, maklné,use of all new
/’ out' and learn nce that is done, if
of. prOV1d1ng sufficient’ protectlons in

things that we know and hea
we are successful in our td;

" the use of any experlmentslbﬂgnew(prugs in order to acquire this

.

basic data, then we will h é!propbr consent for that.. o -
That I.think would be best answer 1 could give. I.would be
surprised if there was general agreement that every woman Who entered
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D T . _ "2 hospital to have aThiild was indeed a human research subject. But
’ I do think that it is necessary for situations where that is clearly
j the case, where.new drugs are being used, to have the protections
that we hope will come from the National Commission, from your
deliberations, from the careful concern and consideration of the
public over the next few months,
» . » .
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THE NATIONAL COMMISSION FOR THE
PROTECTION OF HUMAN SUBJECTS OF
BIOMEDICAL AND BEHAVIORAL RESEARCH

Charles U. Lowe

On July 12, 1974, the President signed an act now known as Public Law

- '=§3a48, establishing a National Commission for the Protection of Human
. ‘“* Suh,gcts.af‘onmed1cal and Behavioral Research. I would like to dis-

cuss tRis piece of degislation with you and hopefully identify some
special aspects of it that may not be immediately perceived by all of
you. L

This Commission, to which the Secretary alluded and which this
Public Law creates, has, .in my estimate, several major studi®s that it
must undertake. First i's a general discussion of the four principles
that underlie our responsibilities in clinical research: the question
of what is care and what is research; the assessment of what is risk
and benefit when individuals are involved in clinical research; the
nece551ty for identifying gu1de11nes on how to select individuals for
clinical research; and finally, perhaps the most difficult, the nature
and definition of informed consent. .

The second charge’ to the Commlssion deals with con51derat10n of in-,
formed consent for a group of subjects who may indeed be unable to .
give informed consent for themselves. These are generally recognized
to encompass the classes included when one says minors, prisoners, and
theu;nstitutionaLized mentally infirm. The Act does, however, add-a
fourth category which it could be argued are diminished in ‘some way in
their ability to give informed consent. _These are those individuals
who receive their care under programs cchducted by of supported by the
Secretary. .

Another charge to the Comm1551on, and a -very d1ff1cult one, is ta
identify methods of protecting human subjects who are involved in bio-
medical or behavioral research that is ih fact not funded and therefore

' AN

185

184

-~

’




ERIC - -

Aruitoxt provided by Eic:

186 ) ~ T,

’ggprcontrolled by.the secretary Sf the Department of Health, Education,

d Welfare. ) )

The Commission also is ¢harged to report to the Secretary and recom-
mend policies defining the circumstances, if any, under which fetal re-
search, research gn the living fetus, may be conducted or supported. .

Next, the Commission is charged to investigate and to study and to
report to the Secretary the circumstances, if any, under which psycho-
surgery may be ysed.

And finally, the Gomm1551on is charged with the development of a
very large study that attempts to identify technolog;cal advances,
social response to these advances, ethical posture necessary to accom-
modate these advances, and public understanding of these advances. And
w»1thin the scope of this large study, the Commission is to identify
such public policy as must be advanced or identified to assist the pub-
lic to accommodate to these changes. .These constitute the visible
charges to the National Commission. . ’
* I would.now like to identify what I call the  invisible charges,
hidden issues, or even the hidden agendas of -the legislation.

First pf all, that section of the Law that charges the Commission to
1dentify the appllcatlon of informed consent principles to individuals
who are .receiving health care services under programs conducted Or sup-
ported by the Secretary sounds, on first reading, as if it concerns,
for example,. the Indians of the United States, whose total health care
is provided by the Secretary. ‘But if read carefully, it seems to me,
it means that 2ll individuals who are receiving health care within the
United States are in effect covered by this particular paragraph-since
programs under the Hill-Burton Act, catégorical -health programs,
Medicare, Medicaid, Professional Standards Review ‘Organization, and
Health Maintenance Organization are in fact all supported by the
Department. ’ . 3 .

Another hidden agenda, as I call it, is in that sect!%n which charges
the Commission to identify methods ef. protectlng subjects who are in-
volved in research not supported by the Department, and hence the
Secretar) has no direct authorjty over the programs. This indeed gets
.at the whole infrastructure of drug test1ng within the Upited States
and particularly Phase III testing.” It seems to me that it moves
directly into the office of the physician who engage$S with a pharma-
ceutical manufacturer in a program or project to test a particular
agent + . ’

- Finally, 1t is interesting that although the main thrust of the
Commission 1s research,
psychosurgery. The. issue is when’ should psychosurgery be used, when is ¢
it appropriate.. In effect it charges the Commission with te111ng the #
Secretary how any behaviot control achieved through psychosurgery should
.be admlnlstered and in effect thus attempts to regulate a specific ele-
ment of health care or medical pract1ce. In general we have left these
requirements to the individual states in their 11censxng procedures.

We now come to the spec1al authorities contained in this legislation.
In two instances the Commission.is directed to report not to: ‘the

- ) or g A . v . .
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Secretary but directly to the Congress. These include that section in
which the Commission is required to dévelop protection for subjects in
research not funded by the Secretary, and the preparation of the agenda
for the National Advisoty Council for Protection of Subjects of Bio-
medical and Behavioral Research, which will be the surviving body after’
the two years of activity of the Commission .have expired. : : .
Another rather interéstﬁng authority contained-within-this Act is
the fact that in contrast to other Congressional, Presidential, or
Departmental Commissions, the Congress was unwilling to let the Commis-
sion deliberate and simply deliver its report. The Congress charged
the Secretary with the Development of regulations to implement the
recommendations of the Commission. Therefore, +here 1s little chance
that the report will simply sit on the shelf of some federal official

or.an interested public. ;

Finally, as the Congregs apparently was concerned less the Commis-
sion act and then be dissdlved, it established within this piece of
legisiation a National Council to advise the Secretary. This is to be a
continuing body with no finite life top deal ‘with all ethical issuges as
they emerge during progress in science and changes in biomedical
techpology. - .

1 -would now like to discuss the so-called fetal ban. In Section 213
of this Act, the Congress said, "Until the Commission has made its
recommendations to the Secretary pursuant to Section 202(b)" -- which
is the \harge to evaluate fetal research per se -- "the Secretary may
not conduct or support research in the United‘States or abroad on a g ,
living human fetus before or, after the induced abortion of such fetus,
unless such research LS done for ‘the purpose of assuring the survival

.

. of such fetus." 1 haVe quoted directly from the statute because it

seems to me there 1s more misunderstanding about the so-called fetal
ban than #ny other clement in this patticular piece of legislation.
The ban is quite specific. It is limited to living human fetuses,

. before or after induced abortion .0f .such fetuses,- And it is limited in

Q
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time, four months; and it is limited in that it does not exclude any
research done to ensure the survival of such fetuses. I might add
parenthetically that ‘it 1s pot part of the leglslatlon that the Depirt-

.ment, in publishing its regulations relevant to this subsection of the

Act, .chose specifically to enforce only the language of the Act and-has
not created a total ban on fetal research. It is also worth noting

that this particular section addresses only the_ authority of the Secre-
tary of the Department of Health, Education, and Welfare. This is .not

.a national or federal ‘ham on feta] research. It rclates only to such

fetal research as specified*in the Act and such fetal research as is
‘supported. by the Department of Health, Education, and Welfare.

. I will conclude with two general obsepyations. It is my judgment
that ‘this nation has in general, and perhaps even specifically, through-
out. its history, avoided all opportunities to sharpen controversial
issues so that a head-to-head battle might ensue, in effect so that the
strongest might totally subjugate the weaker. Thxs is particularly true
with respect to moral issues. The sxngle ‘exception that I can identify

. -

-
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was the yuestion of slaveryeand its attendant evils and economic rami™-
fications. The first half of the nineteenth century is replete with
. political efforts to blunt the ethical questions surrounding slaygry. —
when these efforts finally failed and the opponents were apparently
_exhausted by compromise, the issue crystallized and civil war ensued.
This 1s a lesson that cannot be lost™on many who observe our present
efforts. -
My second obser\atxon 15, that tradxtzonall) we have, I bellev e, in
this tountry avoided legislating moral issues, and ‘even from time to
_ time, particularly with respect to the original statés; removed from
the statute boohs laws that smacked of sectarian interest: for example,
the repeal of Blue Laws. We are now,_for better or for worse, committed
to a process that 1, fact may eventuate in regulatlné’ethlcs The
-  @pproach IS INUITeC [ Tw Shats oht dyya.atnSrfs—a&nrntsttaﬁmrewand regu- _
. latory rather than Ieglslauxve and judicial. But Ln'n) judgment we are
v ) ' set 1n this course and in fact have initiated a major national experi-~ . .,
.. ‘ment. How well and how successfully ‘our Commi'ssion moves to confront
this Lhallenge remains to be seen. But the tranquijity of the nation
¥ and the cmotional temperature mag well be affected by its deliberations.
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.o REGULATORY, JUDICIAL, AND )
. ' LEGISLATIVE PROCESSES

Ce The Panct:

Charies Fried
Maurice R. Hilleman ~ .
Richard A. Merrill

CHARLES FRIED K .
In the segment of this program which is devoted in part to a considera-

. ~tion of legal regulation of fetal research I must-take thirty seconds

- from my prepared remarks to say this. Whatever one's moral convictions

regarding abortion, I think we should all condemn the prosecution and
conviction of a doctor who, in good faith, performed an abortion to
which the United States Supreme Court has said that the pregnant woman
involved was constitutionally entitled. This prosecution and convic-

- tion are.an obvious perversion of justice and a lawless act. It brings o
shdme and disgrace vp al] of those associated with it. No one of us, .
no matter what his convictions of sect, is safe if the criminal law can

> be twisted -in this shamefuI and cynical way. & )
In the last decade fhere has been an inmense growth of interest,
writing, regulatory material, and-burecaucratic time devoted to regula- . - -

tiom’of 'experimentation -with human subjects. [It.is striking that the

NIH guidelines and the recent regulations have by and large not pro-

posed‘ani new pr1nc1ples to govern this topic except in certaif special
= - cases, such as fetal research, to which I shall come presently. -

.1 do not mean to suggest that the principles in those. guidelines and
regulations re not splendid, only that they do hot in any sense inno-
vate. The b%iic concepts can be found in the ancient principles of the
law. The cfficept of battery has traditionally-protected the integrity
of the persun from interferences with his body.and has permitted such
interferenfies only when there is consent.” That concept of consent has
traditionafly mcant freely given consent, informed consent, untainted

by frgud dk concealment. *Simislarly, the law of negligence has always )
requ1Ted an igquiry into the proper ratio oﬁvrlsks and benefits in ' p
a 189 T
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determining whether. conduct leading to injury was reasonable. Both of
.,thése families of concepts have been widely applied to the area of
.Jmedical treatment, although the number of cases involving medical re- .
search have been very few indeed. pPr. Chalkley has told us this morning
that they axe none. In a little byplay between us—i—think-he has almost
persuaded me. ’ ' .
Finally there 1s another concept of wide and traditional application
- that should cover the experimental situation. And that is the notion -
of the fiduciary relationship. A lawyer, an accountant, a trustee, a
) guardian, a corporate officer oF wTorporategiTECtor are all fidu-
: ciaries for those whose interests they can affect and who rely on them.
. What that relationship entails is a strict duty to put the interests of
1 the beneficiary first, to avoid both the reality and the appearance of
a conflict of 1interests, and to meet the very highest standards of can-
dor and-disclosure. It is amazing that no advocate has sought to bring
the doctor-patient relationship within the fiduciary concept. ., It ,would .3
seem to fit like a glove. T
I suppose my audience. is astute enough to see' how appropriate the
explicit imposition of fiduciary responsibilities on the doctor-patient
or doctor-experimental subject relationship would be. I hope this makes
- my initial point that, special situations apart, there is nothing in -
the newly fashioned regulations that goes further or is more sensitive
to the substance of morality than these ancient legal concepts. .
Whatever the reasons, the innovition and amelioration that the regu-
latiofs ‘represent are not ‘at all in the direction of substantive inno-
» vation. Rather, what the regulations do and have done splendidly is to
. force previous attention to tHese traditiopal safeguards. These regula-
tions force the building of a record prior to undertaking the experi-
ment. In this way, the kind of after-the-fact rationalization and
fudging of what actually took place will not occur. In short, the 3
reform‘is not a reform in the substance of what decency, fairness, and -
. fidelity to professional standards require. It is an adiministrative
* reform making more visible the.often invisible decisions $So that the
ancient- substantive standards may,be applied to them. )
Now let us come to the problem of fetal research, which is simply
the most vexed and difficult of the special category of problems that
the Commission is dedljpg with. Theﬁg are two extreme positions, both
of which seem to mé plainly unaéceptable as a basis for'a national

consensus. . .
. One of-them would say that the fetus until the moment of a normal
birth is simply a piece of the mother's body to which anything at all
. may happen so long as she consents to it In other words, "there are
- those whé would say that fetal research ﬁt all stages presents no moral
problems whatsoever. . s, “ . v, ,
The other extreme position isthe notion that 2 fetus is a person
from the moment of conception, and therefore from that moment has all
the rights of any other person.. Thus, for instance, its informed con-
sent must be obtained prior to any experiméntation. I do not mean to
say that this latter extreme posi%ion can be shdwn to be wrong; it
-,

>
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cannot. It cannét, however, be shown to be right: And where a posi-
tion such as that of fetal humanity from the moment of conception is
totally unacceptable te+ the moral intuitions of a substantial and
‘respectable body of decent Qitizins, it is incumbent on those who urge
this position to demonstrate it, and to démonstrate it on the basis of
premises and forms of reasoning acceptable and understandable to all
reasonable persons, not just to those subscribing to special sectarian
positions. These are the extremes. : ’ ’

How, then, is the Commission to discharge its obligation? What the

prior experience or the success of the federal guidelines and regula-
tions suggest is the fofﬁowing:alt is unreasonable, unhistorical -- 1
would say fatuous -- to expect a central bureaucracy or a national com-
mission to produce substantive wisdom in this area. It is unreasonable
to expect the. Commission to resolve in four months a centuries-old®
problem of deep philosophical controversy. * T .

What can the Commission-do? It must recognize its limitatioms.. It
must recognize that it is a political commission expected to reach a
practical resolutjon to the theoretical problem that it cannot resolve.
The Commission must reéalize that if they embrace either extreme, their
resolution canhot command respect. Since they cannot possibly.ché up
with adequate justification for embracing either extreme position, a
decision at either extreme must appear as brutg, political flat.

What is expected of the Commission must be practical wisdom, and in
this area practical wisdom must recognize the diversity of views and the
evolving nature of the moral sensibilities involved. Just as the HEW.
in proposing regulations for general research did not seek to develop
new substantive standards, but had recourse to the traditions of decency
in the community as a whole, so here, I think, that what the Commission
can do is to allow those community judgments of decency'toahave an im-
pagt on the practice of research. Concretely this means bringing .
things out into the open,-making considerations explicit, forcing justi-
ficatidn, exposing practices and protocols to.criticism and judgment.
There should not be laws, however, enshrining either extreme position.
There should not be prosecutions, firings, and reprisals based on either
extreme position, because none of this is justified by the state of the
arguments that can be made in the secular, pluralistic society. The
best that the Commission can do is to allow the variegated'mordl con-
sciouspess of the many people in &his _country to worK on this issue, to
- work on it candidly, openly, and with sound information. No more.is

wiSes no more is justified. - i

. ‘
. . . [N

. e,
MAURICE HILLEMAN = © : ‘ . )
The  planet Eartthg‘ﬁalways been a very unsafe place. Plagues, pesti-
lence, epidemicsy aﬁdOﬁﬁndemics have swept across the world populations,
and these have béen .augmented by mass migrations of peoples, by poor
socioeconomic conditions, and.by.wars. Préventive.meédicine has helped,
make the world less unsafe. My own careér has been in this field,
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largely 1n vaccine development and e\aluatlon, and it is in that con-
text that I speak today. e

As all of us know, the revolutxonarv discoveries by Robert Koch and
Louis Pasteur led to understandings of the cause of .infectious diseases,
their mode of transmission, the means for interrupting.contagion, and
the methods tor making prophylactic vaccings -- understandings that-
have provided the basis for modern preventive medicine. In fact, the
dramatic lengthening of the average human lifespan to the biblical «
three score and ten years derives largely from the benefits of preven-
tive medicine. This‘accomplxshment that we now take for granted rests
heavily upon years of experimentation, which included studies carried
out in man himself. ' It is vital, I think, .that such studies be con-
tinued to permit the development of new vaccines and preventive mea-
sureg . In no field of human endeavor can so mych good be accompllﬁﬁ&d
with so little risk during the developmental gtages.

I assume that no one would argue seriously that study of promising
new vaccines in man should stop. The epicefiter«of the present debate
is really not whether, but how to proceed,/with what protections for
the patient and constraints on the investfigator and his institution.
There have been occasional excesses of z£al and bad judgment in formu-
lating and conducting human trials ‘in the past. This'has led to grow-
ing concern over the ethical aspects of human exper1mentat1on, and to
consideration and enactment of ways tp control it by means of legis- '

“lative and regulatory processes. Cledrly, balanced laws and reasonable
o regulation can contribute to progress provided that they remove and

prevent the bad and that they promote the good within a frapework of
what is feasible and what is propey. Draconian measures, however, are
not needed. Society must countenghce some risk in order to achieve
benefits,

There is g, particularly favor ble benefit-to-risk ratio in the study
of new vaccines., Much knowledg¢ can be gained with little risk to the
human subjeet! A vaccine fs a'piological substance, either living -or «
dead, that with acceptable or g¢ven sometimes no clinical side ¢ffects
imparts worthwhile immunity against an infectious disease. It may be
made and 1t may be administeved in different ways. But the important
factor 1s that it must inducg immune responses in the hQst, measured
both serolog1cally and in t¢rmg of prevention of disease, and that the
clinical side’ effects be well tolerated or nonexistent. The prepara-
tion of.modern vaccines rests on a century of technology and precedent
that permits the making of preparations for which safety and efficacy
can be assured with a high level of certainty, although seasoned judg-
ment is still a necessary- ingredierit. .

The clinical tests of new vaccines are initiated only after the
chemical, physical, and biological attributes of the product have been
exhaustively deflned F1rst tests in human beings are always restrzcted

reactions and to meajure antlbody responses. Numbers of individuals
given the vaccine are gradually expanded, consistent with demonstrated.
safety and immune r¢sponses in the previous. tests. Flnally, there is -
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expansion to large numbers of persons to measure protective efficacy
a'gainst the natural disease 1n properly controlled studies and to
assure safety under conditions of large-scale use.

Necessary to the accomplishment of these objectives is the collection .

of several samples of patients' blood by venipuncture for serologic
testing, the examination of the subject in the. process of making clini-
tal observations, and the 1nclysion 1n controlled studies of persons
1n the control group who receive something other than the vaccine under
test. In the<se studies 1t 1s common practice, insofar as possible, %o
give the people 1n the control greup a different vaccine that they mged
dnyvway, and’ to offer the test vacgine to the controls at such time as
the study 1s terminated, so that they, too, may enjoy the benefits that
the vaccine affords. . '

In testing vaccines it’ is necessary to select study subjects who have
not had previous experience with the agent in nature, and hence are not
already 1mmune to it. ~For most infectious diseases, this means chil- -
dren 6f young age, although some vaccines arc directed against diseases
that affect adults as well. The question naturally arises as to :the
considerations grd~Triteria that govern the selectiont of study patients,
both children and adults. One. principle we have followed i% that laid
down by the late Dr. Joseph Stokes, who said, in effect, that all pos-
sible safeguards must belgakén to guarantee the safety of the.vaccine
being given and, that the vaccine must be of potential benefit to the
subject himself. In the choice of subjects, it has proved most desir-
able to include persons in institutions as well as those of open popu-
lations. Persons in institutions, such as military establishments,
prisons, or spec:al facilities for. handicapped child¥en, such as the
mentally retarded, often provide th¢ best circumstances for study of a
new preventive agent, since large numbers of the persons still suscep-
tible to a particular disease may be present in d sequestered environ-
ment. The 2ﬁ;ortunity for close observation and supervision makes it
readily.po§.1ble to ascertain whether any clinical reaction occurs.

The persons who are given the vaccine may receive its benefits far in
advance of the time when the vaccine becomes generally available. There
may ‘also be special advantage to the handicapped, since their infec-
tious diseases often are more severe than in normal pérsons and such
illness may add tg the afflictions from which these persons are already
sufferdng. The inclusion of institutionalized volunteers in clinical ~
studies assures the availability of subjects in a single location where

~continuing surveillance can be .assured.. The volunteer, in return, has

the benefit of, the protection afforded by the vaccine.and, in addition,
the opportunity to contribute to a most useful endeavor that will give
him personal satisfaction. This is especially true af“prison
volunteers. . o )

. The ethical judément in vaccine studies involviquchildren and adults

in open and in sequestered situations. seems to weigh,heavily on the side
of doing such studies.under proper safeguards. The ﬁotential benefit
to the individual and to society is high, and-the risk and inconvenience

to the individual is low. The necessary inclusion of such low-risk
. , 0 .
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procedures as venipuncture, the need for controls wino do not actually
receive the vaccine under test, and the ordinary obligations.of physi-
cian to patient, all suggest \the essentiality of providing full infor-
mation to study patients, and in the case of children, to their parents
and/or théir guardians. It is a reasonable requirement that studies to
be carried out be reviewed in advance by groups qualified to assess the
rmedical and scientific factors involved, and also to assess the studies
from the patients' point of view. But deprivation of the opportunity

=TS T Tto TITLy OUt proper studies that would-lead to progress itoward beiter - —

health.carries its own burden and may, indeed, be unethical, if not

%

.
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All clinical studies of vaccine are carried out under laws and regu-
lations that include informed written consent, institutional review
committee concurrence, apd review by the Bureau of Biologics of the
U.S. Food and Drug Adﬁinistration. For the most part these controls
function well and do not prevent the conduct of clinical research in
the United States, although they may slow the process markedly and may
even prevent the conduct of studies in some countries. = *

Let me mention SBme of contributions that recently develope ccined
have made to soc¢iety. Measles virus vaccine was first intreduced in .
1963 and has now been given to more than 69 million persons in thé
United States. The Center for Disease Control has estimated that the
vaccine in the first ten years of use has saved 2,400 lives, has aver-

ted 7,900 'cases of mental retardation, and has yielded a net economic
savingeof $1.3 billion. Live mumps virus vaccine, introduced in 1967,
has been given to more than 19 million persons and has led to reduc-

tion of mumps.to-very, low level, resulting in dramafic reduction in
mumps encephalitis and death. Live rubella virds vaccine was intro-
ddced 1n 1969 and has, now been given to more than 53 million persons

in the United¥States. genital rubella syndrome hgs been reduced
about twentyfold, and the large-scale epidemic_predictéd for the early
,1970s, that might have caused 20,000 fetal deatlis and 30,000 cases of
congenital ddmage, as it did in 1964, bas not materiali éd.” The new
Im‘eningococcus vaccine affords.high levels of protectiopgagainst meningo-
coccul meningitis-that is currently epidemic in Brazil gnd in othgr
‘nations. ) ' - Ly ‘

If you look to the future, vaccines against humanfﬁeﬁatitis, pneumo-
coccal pneumonia, cytomegalovirus-induced mental'retgx&a%ion, dand
chicken pox, as well as vaccines against syphilis, gng;rhea and.other
acute infectious diseases, seem clearly on the horizdf. Cancer in man
gives evidence of viral involvement, and here too, dgﬁértant.vaécine
probes are being carried out. Ultimatély, the hugé ¥&Servoir of chronic
degenerative diseases: -~ which may be'due in large’ megsure to the rav-
ages- of ordinary ~viruses in extraodinary circumstanég] and to viruses
as yet undefined or undiscovered -- may yield to preventive approaches.
Viral diseasés are preventable, and the eventual cdrtrol of the as yet
uncontrolled diseases offers a huge magnitude .of bénefit for mankind
that can further extend man's productive lifespan dnd, more importantly,
help assure his health and well-being during his childhood, youth,

’
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young %dulthood and maturity. Achievement of such geals depends on |
our capacity to study new agents in human populations.
A great deal of attentlon is fOCUsed today, and quite properly so,

being, or will be condueted, with particular empha51s on the 1mp11ca-
tions of such studies for the subject. I hope that the same
attentidn can also be focused on the moral and ethical aspect
inability of ‘qualified investigaYors to condugt sound studies
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other side of the coin is not being sufficiently examined. If \e agree
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seems to me we must also agree that it is unethlcal and immoral to
use terms frequently heard at this ‘Forum -- for society, either t) rough
its legisiative, reguIatory, and Jud1c1ar processes, or through e "

infinitely more powerful force of public opinion, to impose unnecessary
constra1nts and resiraints so that testing cannot be carried out at all.
And'it seems equally unethical and immoral for segments of our society,
be they institutions; states, or ’hatever, to declare themselves off
limits for -all such testing, counting on the fact that someone else, .
somewhere, here or abroad, will participate and that they will then
benefit without having shared in whatever slight risk might have been
involved in the testing process.

I feel optimistic that the good judgment of everyone involyed in the
decision-making equation -- and the participants and-discysgsants here
today are representative of that group -- will cut.through this current
complexity and provide standards and procedures that will promote - .
rather than hinder clinical research in man. It 1s in the nature of :
man to seek and fird ways to give his ch11dren and succeeding genera- .
tions a richer and more beneficial herltage than he himself received
from the generations that preceded him. [ trust this Forum will lead -
us in that affirmative direction. *

RICHARD MERRILL ,
.2, . . - ) . o
I would like.to enlarge the range of debate and dialogue dnd dilemma
that the proceedings of the past day and a half have déveloped for us -
by introducing a factor that has been alluded to but not really exam- :
ined: the processes by which government agencies become involved and in-
tervene in the decision-making processes of investigdtors and subjects.
Most of the discussion so far has centéred on what should be the
criteria for human experimentation, for selection, for exclusion, for
admission, for development. I want to examine brlgfly the responsibili- . .
ties of one government agency, the Food and Drug Administration, with
major respon51b111ty in the area of human investigation, and suggest

_some of the additjonal problems that have to .be addressed and have to )
be confronted when we decide what sorts of standards Ought to be ap- .
plied. --Let me enter a caveat at the outset. .As, a teacher of &
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‘Eisenberg told us yvesYerday about Moses and his arrival at the Red
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administrative law 1 view gfself as anzfvserver of growing federal in- .
tervention in this area, t as an advocate. I say this, knowing full
well that that distinctigh is goirg to bg¢ lost in the course of the dis-
cussion, but ft }s impoytant to make i1 now.

The structure of oy /remarks somewhat resembles the story that Dr.

Sea -- the good news/and the bad news. fLxcept that my remarks, it seems
to me, have the parficular virtue of being interpreted in either way.
The message comes /in two parts. The food and Drug Administration has
this enormous po ent1al authority to Tegulate and protect human ‘experi-
mentation with fgew drugs. The other part of the news 1s that sometimes
that system dogsn't wotk very well, 3fid there are enormous limitations
on the power 7 that agency to protect those interests.

The dialogue the past two days has suggested how very difficult are

_ the ethlca//1ssues that are involved in trying to develop standards for
i

e

human éxp9 mentation. The conpeting values between the individual's
rights to/bodily integrity and societ)'s desire for greater knowledge,
and som flmes the physiciar-investigator's obligation to preserve life,
come in?& clash whenever we try to develop the substantive guidelines
for hzman experimentation. And this listing vastly oversimplifies the
values that compete 1m even the simple cases. When you introduce the ‘
further question of what should 'be the role of government ip monitoring
the observance and development of the standards that we through consen-
sus or through some political processes agree should be observed, the
clash of interest becomes even more complex and the problems &6f identi- -
fying the questions to.be amswered, much less answering them, becomes
more difficule. . ’ -
The role of the U.S. Food and Drug Administration, which is’the fo- .

.€us of my remarks, it seems to me provides an example of this additiohal
‘complexity. Government regulation of drug testing also exposes a range

of issues, issues essentially of a process or an enforcement kind that
seem to me to lie outside the fpain center of the National Commission
mandate and are not likély to receiwe the major force of its attention.
In the areas to which the ¥DA's jurisdiction extends, the Federal
Food, Drug, and Cosmetic Act, gives it plenary authority to prescrlbe .
any standards for the conduct of clinical investigations of new drugs
that can be said to "relate to the protection of the public health."
A very broad statutory-standard indeed. And thus, although the fprmal
relationship between the National Commission and the respons*ﬁllltles

.

- of ,the Food and Drug Administration is somewhat murky, it is probably ., T

quite true,,as Charles Halpern suggested yesterday, that the FDA cur- .-
rently has the statutory auvthority .te embody in regulatlons and require
the observance of any ethlce’ ﬁtandard that the Commlss1on discerned
and announced. '

The FDA has already/lmposed a number of important requirements for

,_%he condugp*uf clinical investigations o£rneu,drugs designed for the
protectlon of human subjects, and most of you are familiar with many of

them. A manufacturer must conduct preclinical tests in animals before
a drug c¢an be given to a human being. And before commencing human - .
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. testing, he must submit at:esting_Pregfam and 2llow the FDA a month in
. which to examine it and-Suggest changes or prohibii going forward with .

the 1nvestigational program The sponsoring manufacturer must obtain
" .from each investigator a written commitment that the testing will be
conducted under his perSOnal supkrvision and that informed consent will
. be obtained in writing from all experigental subjects and, except in
“exceptional cases,” from. al~persons receiving the drug for treatment.
If a study 1s to be conducted in,an institutional setting, the FDA
regulations require the prior approval of the imfstitutional review
comnittee. Both investigators and the sponsoring manufacturer are re-
quired to maintain detdiléd test records, open to FDA inspection, and,
-~ - the sponsor m bmt 1mmediately to the agency all alarming f1nd1ngs
of adwerse *eact hs or side effects. A
These -are requirenents that reflect indifference to the well- .
being of }wa&ects. Undoubtedly, .the substantive standards that
the FDA requires be observed are going to require. some strengthening, .
- perhaps some clarifrcation, perhaps even some dramatic revision as a
result of the work of tﬁe National Commission and other further publlc
deliberations in this area in the future. So, for example, if there is .
. consensus achi2ved on the question of the status of children, on the -
. Status of prisoners, on the status of other groups whose capacity for . <~
. voluntary informed consent.is to be questioned, the FDA is presently
empowered under the present statute, and could be disposed to embody \
those new requirements in regulatlons formally required to be observed.
But now the rub: higher legal standards anne, it seems to me, will '
not assure full protection for human ‘subjects. The difficult problems .
in protecting human subjects aré not simply the problems of agreeing on . .
what shoild be the guidelines on the conduct:of the research but they’
are problems as well of control, of jurisdiction, and enfortement”and
final assignment, of responsxb111t1es.
Let me give you some examples of ways in hhlch under the present . .
. law, responsibility falls through” the cragk or, *at.least, responsibility
of the government agency ostens;bl) bearing the congressxonal mandate
1s limited or severely constricted. -
" The Food and Drug Administration currently has no authorlty ‘to regu- .
late human exper1nentat1on with medical devices or with cosmetics or . 4
- - food. The present law gives the_.agency control only over investiga- .
tional uses of new drugs. While the agency has occasionally been quite .
ingenious in extending the definition of drug to embrace items that you
and 1 mlgﬁt on a quich glance tonclude were devices or someth1ng other
than drugs,*the fact that it has resorted to this in order to assure . ¢
the protection of preclinical testlng to the.eventual consupmers of s » e
products, like that is simply a Qramatlc indication of the limitsson its '
3 practical jurisdiction. s
Secondly, as Secretary Weinberger intimated in his comments, the FDA
~—— . }acks authority over climical investigations. conducteg with drugs that—
’ don't move in interstaté commerce. Now'this is not a severe'practipal
- limitation or the FDA's authority, but it underlies one that is, one ’
.that has been alluded to befpresand was the subject of consjiderable e
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* jattention before Senator Kennedy's subcommittee, whose deliberations

were—instrumental in part in the creation of a national commission.
" Because the FDA's jurisdiction is tied to the 1interstate movemendsof a

J drug, the status of a drug, as mislabled or misbranded or experimental,

depends upon its condition when it crosses a state line., So, for ex-
ample, if 1 ship frqem Charlottesville, Virginia to Seattle, Washington
a drug that has been approved by ghe FDA for use solely in adults, it
s lawful when 1t passes the state lines in between those two jurisdic-
t1ons so long as it béafs labeling indicating its™ appropriate use and

4 limitations on that appropriate use. ~4#hen-it reaches Seatrtle, the

he «
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physician there can lawfully prescribe that drug for the treatment of
that condition or for any other condition without violating_any other
regulation or any statute administered byagﬁb Food and Drug Administra-
tion. The same would hold true for the pharmacy that-agrees to fill
that prescription. This can be true even if the use is one that the
FDA has evaluated and rejected, as well as if it is one hh1ch the FDA
simply has not had brought to its attention.
¥hen the Seattle physiciah prescribes that drug for several patients
or several Seattle physicians prescribe it for one or more of the indi-
vidual patients for the unapproyed use, we have a situation’ that can
fairly be characterized, it seems to me, as experimental. But it is
one, nonetheleps, over which the Food and Drug Administration has no
~ effective tontrol to assure the observance of whatever standards are
agreed upon for the protection of the human subject. That experimental
use of a drug approved by the FDA greatly alarmed the Senate Subcommit-
tee 1nvestigating the human experimentation in the United States, par-’
tdoularly in the context of drugs DES and Depro-Provera. . The descrip-
tion "experimental' .is the FDA's and the Senate Subcommittee's. Others
would describe what happens when the Seattle physician prescribes that
drug for a new use or a new condition outside the bounds of the FDA
evaluated and approved labeling as simply his exercise of reasonable
- judgment in the interest of treating his patient. These two divergent
characterizations of the same event suggest the nature of the values
that conflict here. .
Perhaps the most serious limitation on the FDA's practical ‘ability
"to ensure observance of ethical standards in clinical trials lies in -
its remoteness from clinical investigators. The Food and Drug Act
-imposes obligations -- o conduct preclinical tests, to obtain assuran-
ces of supervision, to obtain informed consent, and to make reports --
"on "the manufacturer or sponsor" of the‘investigation, not on: the in-
vest1gator...lndeed one prov1s1on of the Food and Drug Act hespeaks a
conscrous congress1onal int
directly with investigators where it provides: ”hoth1ng in ;bgs sub-
section shall be construed‘to require any clinical investigdXor to sub-
mit directly tothe Secretary reports ofi the invesfigatiopal use of
drugs.” Accordingly the FDA relies pr1mar11y on sponsors of drug tests
to assure them that they are properly conducted. I have no doubt that
most sponsors take that obligation very seriously.
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To beesure,- the agency can, through,procedures edtablished by-regu--
lations, suspend the right of an investigator to receive investigational . »
drugs that move in interstate cCOmmerce, and has done so on about two
dozen different occasions. And it does require sponsors to demand from
their investigators a written and signed commitment to maintain proper -
records, obtain informed consent, and permit FDA inspection of their
records. But the hard facts are that the FDA lacks both the manpower
and the legal authority to monitor clinical investigators closely, and
to assure faithful observance of its substantive standards.

. The conduct of clinical trials of new drugs is 2 collaborative and, -
hogefully in most instances, @ COOpeTa ive undertaking among the FDA,

- . the drug manufacturers and-test Sponsors, individual lnvestigators, and o
1nstitutional reyiew committees. But one should not be surprised, given~ — -~ -~
the rather odd framework of regulation here, that sometimes the process )

_doesn't work altogether. And we might well conclude that full protéc-
¢ " tion of the rights of human subjects of clinical investigations of new

. drugs is going to require some revision or enlargement of FDA authority, ""

as well as resources, Over the conduct of those tests. Whether this is '

done or not, it seems clear that we'ought to demand some very fifm veri-
fication of where the primary responsibility lies for adherence to the

Ui

1l
standards that are eventually adopted. . - .
. In conclusion let me make two observations. One is triggered by a :
comment made twice during the past two days, registering, it seems 1O -

me, a very weil-founded concern on the part of individuals or social
groups that drug products reach the market and are 'widgfy used before
they have been fully investigated and fully tested in/human beings. e
The characterization from a member of the audience #nhat women ‘taking
oral contraceptives are human guinea pigs is one that I have no doubt
is very very strongly felt and not wholly unjustifiedy But there is "an
ambivalence to the situation of those who object to experimentation in
the marketplace, which, to some extent, is what goes on’ with respect to
drugs. This is an invitation, indeed a demand, it seems to me, to do .
more investigation..in the premarketing clinical . setting. .. If we want to
be sure what the oral contraceptives are going to do, we are going to
have to expose more persons to risks during the premarketing stage -- .
either that or we are going to do without' oral contraceptives. ‘We may
be- prepared to forgo some benefits in the area of food ‘additives, where
utility perhaps is not as compelling; but we are not as likely to be .
prepared to make that kind of trade-off with respect to drugs that can i
provide, as I think most people would agree, very substantial benefits.
Finally, it seems to me that there has been running thréugh ‘the com-
ments of some of the people at this podium dn alarm about the fact that
there is a growing public interest and concern about humgg_g}pgj&@ggta- e
— —ttor——It—Seems to e "that father than View with alarm the prospect
that the .,public is going to get involved in and bé concerned -about how
government agencies, drug manyfacturers, clinical investigators under-
take and "carry out their business and the standards that they obserwe, ‘ ‘
in this day and age we have to be prepared to welcome that, we should i’
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invite 1t. And 1 would,agree with Dr. {hgelfinggz/s comment that there,
.is a responsibility, indeed an opportunity, for clinical investigators
in the biomedical research community to invite public attention and sell
the importance of biomedical research. There is no doubt ,that this is
-an important, mandatory, worthwhile undertaking. I don't think we®
should .be afraid of public exposure and public deliberation. We would
be unrealistic if we tried to avert it. ‘

* .
- <

INQUIRY AND COMMENTARY 7
. L
LEWIS THOMAS: "I would like to ask the panef if ghey will wait Jfor a - .
short while before beginning . their own discu3§é3n until we have

s heard something froq the discussants or member3—of the audience at »
- large. ; : :
DEWITT STETTEN, JR.: 1 am with the National fnstitutes of Health. 1 - .

have'failgd to hear something that' I th¥% should be = part of the '
‘equation that is set up when we try to balance risks or costs )
against benefits. What is the cost or the risk of curbing or con- A
straining the right’ of free inquiry? Free Inquiry is in many ways
comparable to free speech or free pre$s, and it is probgbLy only an
historical accident that it was not specifically included in the
First Amendment. The accident, of course, rests with the fact that
James Madison was trained in law,’ as were many of his playmates-‘at,
the Constiturionad-Convention, and lawyers like to talk and they
like to write. Had these gentlemen been trained in science, I sus-
pect that free inquiry might perfectly well have keep included as
one of the guaranteed freedoms.

- Free inquiry, like free speech, would be subject to certain limi-
tations; but like frée speech, we should relinquish this freedom
infrequently and only with a certain amount of agony”.and only when .

A there is a real and present danger demonstrable if we fail to re- .
linquish 1t. ‘That there is a cost involved in’ relinquishing free- -
dom of injuiry has been repeatedly demonstrated in Kistory. This
recently %as brought to.the attention of the televiewing public once ‘
again, in Dr. Bronowski's presentation of the life of Galileo, in
, which it was his interpretation that the judgments of the Inquisi-
tion constraining Galileo to abjure from inquiry in certain areas ——— -—
caused the shift from Italy and-the—Catholi¢ countries as leaders in
the scientifi¢ renaissance to the Protestant countries of the north;
leading to Newton and the great astronomers in the‘Scandinaviap and
British Lountries. ' L
I would like to suggest, then, that among the hazards, among ‘the
costs to be'included,in assessing the cost-benefit analysis of con-
straining physicians and scientists from doing certain things, must .
be included this effect upon freedom of inquiry. J;\\\; y
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WILLIAM VODRA: I am Associate Chief Counsel for Drugs, Food and Drug
Administration. I would like to pick up on a few items that Profes-
sor Merrill touched on and to poimt out some ‘important subtle dif-
ferences in the way we approach regulation of research.

The NIH proposals:%hat have been discussed go to the question of
funding, that is, whpn the federal government gives money to suppert
research. When-we go over across the line to FDA regulation, we get
into the research that is not funded by the federal goversment but

. regulated by it in two ways: the denial of the use of the data for
certain things, such as supporting the approval of a drug; and
criminal sanctions, that is, the investigator goes to jail if he
commits certatn violations. We must keep. this distinction in mind
when we are talking about ethicg, because ethics and lay,jiLnot al-
ways coincide. And where there is an a biguity in ethical™issues,
as Professor Fried’pointed out ,gwe mustf-be careful not to take a
flat -rule by fiat and say that because pe do not rove this for a -
funding purpose we also do not approve \t for a regulatory purpose.
There is a subile distinction Between whem the federal government
funds a project and when it régulates conduct. A question comes up’ ¢ -~
again when you ask how far should the federal government intervene
and in what way? ,Do we intervene by criminal sanctions, by funding
sanctions, or whgtever? And how do we enforce these things? _ Bgcause
these .in turn go back to the risks to whiich you put the igdiv Eﬁ}—
investigator -- financial risksi criminal sanctions risks, and so, :
forth. - ' Y " e \}
The second point I would like t¢ touch on is the sanctions avail-
able to FDA. I think Professor ¥errill outlined several of the limi-
tations on FDA very well. But onk he did not mention is what'the
EDA does when we are faced with a study that is "bad" for ethical
. reasons: or scientific reasons. The hard question is put when the
study shows 4 safety problem.* When it shows that the drug is effec-
Y tive, we can always reject it and say, "Go back and do it again -
s properly. This was, uncthical." But if we find out that the study
proved the drug unsdfe,.can we ethically ‘then reject the data? And

1f we do accept the data, then have we in essence condoned an unethi-

. cal ‘study? This is the kind of controversy that FDA faces continu-

ously in. looking at bdd data reports. . ' -

Other sanctions available to the FDA are limited really to the

. . suspension of certain privileges of doing drug studies or to crimi-

_ pal sanctions. There-may-be—other—vays that-we—can—go;,but right—
now those are the cotirses available to “FDA.

Finally, what happens if the FDA and the federal government

reject ‘certain research projects as unethical and thereby, in es- -~
sence, export that research to other countries where the standards e
are different? Canwe ethically say that what we will not allow to
: be-done on Americdns in the {inited States is aceeptable when done in
Africa on Africans? I think that is a very difficult ethical ques- °
tion that should be dealt with in our contemplations.
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UNIDENTIFIED: Professor Fried raised the point ‘that the United States
is an open and pluralistic soCLety and thet the Commission ought to .
avoid the two extremes that he noted or argued are existent with | ¥
respect to fetal research. And then he said -- if I.am not mis- ,
quoting hif -- that we ought to have an open, pluralistic solution
to the problem of fetal resegrch
The problem there is that you have set up the wrong model. You
- have “set up a model that is appropriate to policy that can be seen
. out of continuum, such as, for example, mirigum wage legislation. -
- - - T Should we raise It ilfty cents, o ’H‘l§2¢?iQWe dollars, thrée dol- =~
lars? We can compromise, but 1f you e policy positions on fetal
research in which you automatically reject the two extreme positions,.
you make it impossible to satisfy a.large -group -- and in particular
a group that claims there should be no experimentation on any fe-
tuses. If you have, as I think, really.a dichotomy and not a con-
tinuum, then you really can't satlsfy ayvery substantial proportion
. - of the popufatxon s view on this issue. That, I think, is the
sticking -point. The-issue is not a continuum, but a dichotomy,
and the United States 1s not very good at deallng with issues in
which there is a dichotomy, particularly a moral dichotomy.

GERALD GAULL: I am Professor of Pediatrics at Mount Sinai, and I am
probably one of the few people in this room who has ever dealt with
a human fetus and who specifically does experiments on the human,
fetus. 1 do not consider myself & venal man. I do not consider my-
self g manslaughterer or d.grave robber.
. I was very much taken with Profesfor Frleg 's presentation and
- < the caveats there, because, unlike t last dlscussant I do not
-think—it is a dichotomy, I have hadnkuman fetuses .in. my hand at all
v stages of development, and I do not know what a "11v1ng" human fetus
. is. 'Therefore, I do not know exactly whether I am complying or not
‘ “complying with the regulations to be promulgated. -
The thing that I liked most in Professor Fried's talk was the fact
} that he recognlzed theé frailty of morality and*the necessity for
‘tentativeness ‘in our decisions. I am not as.certain of the morality
of what I am doing as those  who consider me immoral are about what I .
do. And I would note that 500 years ago those who consider what I |
do to be immoral were absolutely certain that the wori was. flat and
s . that this was vas the center of the universe.

JAY GOLD: 1 am Assistant Attorney General for the Commonwealth of Penn-
sylvania. Dr. Hilleman said that the words moral and ethical have
been used a lot at this Forum. Nobody has really gone into them very
deeply. I think Professor Frled has tr1ed but I don't think he has

. been successful. v, > ’
2 Professor Fried, you spoke of both community standards of decency
and of moral intuitions, but in neither case was I really sure what
you meant. In the one case you said that since the Commission has
- only four ménths and can't solve all the issues in that -time; 1t
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should realize that it is a political creature and should try to .
limit itself to codifying the standards of detency of the community.

You. said this right after vehemently castigating the decision in thé€

Edelin trial. The verdict in that decision was rendered by a jury ‘ -
of twelve good men and true, some of whom were women. One might

think that verdict, therefore, conforms with the standards of de-

cency of a consider ble segment of the community. By your reason- -,
ing it is possihle/:hat the Commission might not only wind up codi-

fying that decision, but extending its spirit to other areas. '

When you spoke about moral intuition, it was in the context that
the idea that personhood begins at conception goes against the moral -~
intuitions of a great many people, and that, therefore, the' propo-
nents of that idea have the responsibility to prove it .on the basis
of premises that are acceptable to all reasonable people. It is
true, I think, that there are a large number of people to whom the
idea that personhood begins at some. time other than conception js )
repugnant to their moral intuition. I don't know whether you would .
want the responsibility of proving to them that it bégins at some '
other time, especially since you implied very strongly that there

was, really, no cleaf-cut answer to the question. So while I applaud

»

your raising issues that others have evaded here, I am afraid that, -

ultimgtely, you wound up doing what E. H. Bradley said philosophy
did, ¥hich is finding bad reasons:fgr what you believe on instinct. .

GEORGE HILL: This is for the Vice Presi@ggﬁiEf'Merck Sharp § Dohme e

Research Laboratories. I would like to know whether the research
money whith is going to be funded is public money and how you expect
to spend it? I would like to know your prospectus as to how you in-
tend to andlyze the cost-benefits of your endeavor. And I would, like

- to know whether you are prepared to Set up a fund for -the benefits
that your corporation, and medicine in generai} will derive. )

+

THOMAS: That is as far as we cap take the questj&ﬁgl; I will now ask the
panel to clarify everything*ﬁbout everything.
FRIED: Well, I think I was asked about why it is tha{ I put the burden
of proof on those who suggest that personhood begiys at conceptien.
' Since I'can't say, which I cannot, when personhood Regins, why is _
the burden of ppvoof on me? The answer is:quite simple. I am not
trying to stop anybody from doihg anything. [ am not calling any-
body a murderer, and I am not trying ‘to call anybody a manslaugh-
terer., erefore, the burden that rests on me is; I think, somewhat
lighter. ’ . . .
MERRILL: The.comment directed at free inquiry prompts me to say some-
thing I thought about before. I don't.like-to be defensive of
lawyers in this posture, but I suppose I will be. I don't think
lawyers are any less committed to free inquiry than people in other
disciplines. But it does seem tQ me that the dialogue of the past, .
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two days has suggested a divergence in viewpoint that stems, perhaps,
- 1 in part from the differences in profe551on§1 training -- and I speak .-
- now-gimply. of ‘the researchers and:the lawyers. . -
" s ) Lawyers tend to view their constituencies -- thaf is, the people
for whom they have professional responslblllty -2 in a much shortgr
time frame than, do researchers: It is in the present, now, and I
think our attltuge tends to be questlonlng, skeptlcalr and negative.
We ask "Why!. |
. I think the researchers, quite properly, view their professional
T responsibility as extending into future generations. That brings
us to these issues from somewhat different directions and produces
not misunderstanding, because we don't have m1sunderstand1ng here, -
it produces disagreement, .

HILLEMAN: Obviously, if a product is developed that is useful to people
- they will buy it, and there will ‘be a profit. This profit, then, is
largely used tp go back into developing. new things that people need
for the future. - A tertain amount of the profits from many corpora-
- tions, and I know from our own, goes into a foundation.and is used
for promotion of medical education,..perhaps other things. There are
a nymber of such support type posslb111t1es I would merely p01nt .
out that if one .becomes too gratuitous Wwith too many benefits, it is
only going to yaise the price for the corjsumer’. - .
» N I would ‘just like to say one other thing. During these ‘two days
- we have heard a lot of issues raised, and I doubt if this‘thing went
on for a year there would be anything new or significant. My hope .
would be that one would get on with the resolutlons, that we can
stop all ‘this discussion, and get on with some sort of a uniform
code. Obviously, there are going to be lots of different gréups of
peopre who are going to participate. I do hope that those who speak
for these people will indeed represent them and that they will have
their informed consent, because, very largely, many of the leaders
- of these vocal groups axe represeating only the establishment of a
- particular group, and not necessarily speaking. for the' total fgroup.
/// So I hope we can Just get on with these thlngs in a very reasonable
way. .

CHARLES LOWE: I would like to invite sqme more ‘comment from Dr. Fried
on one particular aspect of his presentation. In his opening re-
“marks he said that the regulations issued for public comment by the
Department invoke established principles rather than plowing new
ground, that is, in the legal sense. .

On thé*6ther hand; in reading the statute ‘that the Congress .

- passed, I cannot help but have a sense that it was the gpinion of
the Congress that there was, in fact, a need for new legal ground,
and that this developed rather directly from the fact that technical
advdnces had occurred for which there was no legal background, par-
ticularly, for example, behavioral control, fetal surgery, and per-
haps experimentation on minors when it is of no benefit to them.
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Would you be kind enough to comment on the perceived need fbr rather
new gegaT principles rather;than falling back onzestablished ones?
N . . - .
FRIED: In respéct to those areas, there is a great deal to what you say.
.+ That 15 a qualified remark. I was referr1ng, though, to the regula-
tions that have been passed .and ‘that have made an enormous.and bene- -
-ficial difference. Those regulations, I+ really do think ,osfmply  ©
carry forward in an admlnlstrat1ve1y much more potent way establf%hed
legal principles. ’ -

- .

Referring to those new areas of which you ‘spoke, I thlﬂk there .
.really is a puzzle about those because they don't fit the :established
categories, But I put it to you that whitever you come up with,
whether it is in four months or'four years, you are, going to proceed
om the analogy of the existing concepts that we use. In dealing with
psychosurgery, you are going to take something-like informed consent
and move on from it,” becayse, frankly, I don't know how else you can
: proceed. [ do not belleve that new standards 'will be born like
Athene from-the brow of Zeus, even though you are not Zeus.
Ad v
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The members of the Panmel for|[Inquiry have been present since the begin-
. ning of our proceedings. Sqgme of them bave been active in other aspects
; of the Forunm; ‘some have remgined relatiyely quiet. ALl of them have
s _.sat -thése. long hours, storjyng up new kriowlédge and synthesizing new -
’ - wigdom. ;ach of them 13 n waaibed to share his views with us.
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1 have some general refledtions, It seems to me that the arrogance and

the lack of perception of the physician-stientists here about "their
activiries within the spectrum of general social activities and their
appreciation of the changing moral atmosphere have only been matched «-
with the exception of Mr. Fried -- by the idolatry of the lawyers for
the advocacy system to resolve all social problems, and their lack of
effort to understand the decision-making process in the health field
ahd to suggest appropriate options. - . . e s
That has been matched only by the failure of the sociologists to pro-v
ject social options and their ‘implications that can be used for the ; .
basis of decision-making rather than to be content with describing the
trends? . , .
That is matched only, in my estimation, by the ethicists and ﬁhiioh
#phers who have been preeccupied with using the current problems as a 2
' . -forum for propagatjng and publicizing preexisting absolute ideological
positibn§, rathep&han helping to work out new social solutions and
modifying their own underlying assumptions.
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. Perbaps‘ihat has been matched last, but ceffainly not least, by the

pandering to sensationalism of the special interest groups that have .
R preferred to do this rather than to engage in a rationil evaluat1on of
the facts and ar open evaluation  of the issues,. |

I would like -to make two assumptions: That there have been, continue

‘to be, and perhaps-always will be some serious abuses in carrying on
human 1nvest1gat10n' that some research ~ on tHe fﬁtus, on children,
on special groups, some of which cannot give independent informed con-
sent -- may be needed for the sake Of future generations, even though .
no direct therapeutic benefit for the individual comes from it. .
+ If we want a system that at least deals with these two tentative
3 assumptions, thep the real issue to be dealt with now is what social
: . * mechanisms are possible to devise to reconcile these two considerations? »
To get back to some_comments that were made earljer, it 1s an ‘issue, it
.seens to me, of balancing different rights and interests, individual ..
‘and societal. This is similar to what is done in many other medical
decision- mak1ng processes”as.well as nonmedical ores ift which judgments

. S

. . .. “are made and in which there 1s no set of rights afid wrongs., Free speech »
‘ vs. public safefy is the obvious one that has been alluded to by one of -
the speakers. . . ’

In part, gt am disagreeing with what Dr. McDermott brought up yester-,
. day. He said that we institutionalize social decisions when one per-
son's decision may hurt another. I would say that we don't generally.
. do that in. our society. We certainly don't in most medical decisions.
t We allow the people closest to the decision to make errors, even at
considerable tost to themselves, their families,'and to society. Only
1n exceptional circumstances do we make the Judgment that someone else
will make fewer errors if we allow another group'to do it. 1 happen, ‘
personally, to think that_this area of human activity “dogs. require some
. ‘ institutionalization beyond what has existed before. On the other hand
. . 1 think it obviously has dangers that have. been alluded to by a number *
‘of the people oh the yarious panels.
¥ ;¢ ‘nlgould like to staterbriefiy a few of the characterlstlcs of "the R
mechanisms that seem to me to be important and to have been emphasized
-k "by various people, because these are the building blotks that we have
to use to devefdp some k1nd of “new soc1al mechanisms to deal with this
-problent. - R T L. T -
Certainly, openness has bhe¢n a recurrlng theme. I think it is also ..
clear that the pred0m1nant influence in making judgments has to rest *
with those other thas, the blomedxcaﬁ\people but not excléasive of bio-
. s medical peoplé because then ve are just espousxng getting the legst-
' informed judgments. On ‘the -other.kand, the nonbiomedical people
shouldn®t be dominated by special interest groups who are organized for

) . the'political process. v .
- e . Also, we need to be able to redecide at regular intervals. We need .
iﬁﬁ‘r . “to be able to make the judgments again and again, and.the institufion-
< o alized system that we devisg shouid not be obstructive to allowing us

o ow e to change these .judgments. . .
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We tust remember that there really are“aangers in the institution-
alization, as Dr. Eisenberg pointed out. It is easy 'in the propensity
of bureaucracies to make negative decisions as the safest decisions,
and I think that applies within universities, in deans' offices, as
wé1l as within the federal governsment. T

] 1 think we need a continuing upgrading of the ‘general level of e
public understanding of the decision-making process if we are going to
godify the system in a rational way. ol ‘ . .

The conflicts of interest are central: the benefits for the present
ang.the future generation vs. the respect for the individual. I per-
sonally don't think they are any more Tresolved than Dr. Fried does by-
choosing one or the othsr of the two extremes. Khat we need to develop,
then, 15 one set of national guidelines or regulations ﬁlong the lines

"that the Commission is considering. )

I vould like to mention some particulars that might be considered -
merely as an exanmple of the kind of analysis that should be gone through
if we are gding to use protection comittees.” Although I am taking an
analogy from the commén law, this is.not to suggest that a legal process
or an adminristrative law process is the appropriate one to make these
decisions.. Let us assume that the mechanism we need is some Kind of
community group to make judgments relevant to the particular areas of
concern. 1 don't think it makes sense for the Commission to specific-
cally designate the composition of these groups. ‘It would be much more’
appropriate in most Situations to put out some broad guidelines'to .make.
sure that.the groups ate composed of a ‘wide variety of*interests, mainly
nonbiomedical. That will be determined very mich by the local situa- ’

_ " tion, whether, the hospital .doing the research is in Harlem or in Bronx-
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ville, New York. On the other hand, there are certain principles and
there may be ‘spe¢ific situations for which the details have to be laid
out quite concretely. . . . ‘.
How are we going to treat the different kinds of institutions? I
- think it would be appropriate for the Commission to g9 into'that: Look
at the different nature of university hospitals vs. community hospitals
physician's offices vs. institutions for tpe retarded. In the '’ .,
ersity hospitals, for example, a diverse board made up -of special
E;u~fs £rom the community might be the gasiést to set up. In a
ity hospital, you might have to require some people from outside
M community to be members of those boards. In the case of insti-
tutions, particularly isolated ones like those for prisoners or for "
the mentally retarded, the very specific composition of outside groups
should be designated for whole regions and should be required to be
approved centrally .
General guidelines about the administrative process certainly are
needed. Some of those have been already mentioned, and they are needed
to ensure the openness and the candidngss of the procedure.
_. . It seems to me that informed consent has to be defined broadly
enough to include substitute consent. Unless it is, we eliminate ‘at”
all the possibility that at some point we may want to do nontherapeutic
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- - research on a 3ubgroup because there 1s such a substantial benefit for

that subgroup and a relatively small risk that we want to be able to

make that social decjsiog. low we apply that doctrine of substitute L

‘conSent and exactI) what it consists of [ certainly, at.this point,

. couldn’t speculate. But I know one thing: it can't be an absolute doc-

- . trine. It has got to be able to include the poor, the fetus, and the

. . chiid under cﬂrtaln circumstances.

) Somehow we have to develop some concept for nontherapeutxc research,
but possibly’also for therapeutic research that deals with the Teason-

- - able-tikelihood of a substantial benefit relative td the nature of <he
tisks incurrgd. Even though that is not precise, jt is precise enough
for a group bf reasonablé people to begih to make instance by instance
Judgments a&out bhether or not a given darea of research should be .
allowed to take place in society. ’ .

~

. 1 ] : ‘
IVAN BE.‘&VEHT . *
- ’
- I would ilke to begin with @2 quotation that James Reston had.in his
" column recently quoting £- B. White: "#Most of the special matters
people now discuss are pressing, but talen singl) or added together do
not point in a steady direction that gets me ‘ap in the mgrning to pull
on my marching boots." - R
. I would like to try to describe for.you what I think I have gotten
out of the discussions for the past two days. It is hard for me to say
.’ that I .got all of this just from the discussions. But it seems to me
that the trend in this area where for quite some time now «e have been
examining policies for clinical investigations -- that is, research
using human belngs -- points to some very 1mportant considerations for
vhich we require mdre information. .
. ) To begin with, I think we need ‘to pay more .attention thaa we have to
. . ‘the comp051t10n of the groups from which most volunteefs ‘have come. The .
= . -—-fact is that a great deal oftnork has been done with prisoners and with
individuals who, for the sake” of this Forum, have been described as the
: poor,. but who, as Dr. Ingelfinger has pointed out, are administratively
- available simply because eof the,structure of the system in which.they =« |
) receive their. care or in which they live. It.seems to me that we really
. do need to enlarge our knowledge and analyze the reasons that with
certain exceptions, volunteers have been drawn Prom rather selected
segments of our society:
The issue of informed consent, which has been raised from time to’
t¢me during this meetlng, is one that we need to understand consider-
ably hetter. Desplte the atguments that L have heard, I remain uncon-
vinced that it is not possible to obtain informed consent from indi- 5
viduals who agé institutionglized and who are competent. I think that
they are capable of understanding and that they certainly are capabledf
of volunteerlng Despite the recognized deficiencies, .for example, if *
our penal system, L.do not think that we will advance research or 5olve
many of the problems with that system if we simply decide tp. remove or
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narrow the range of options available to these individuals by making it
impossible for them to volunteer to participate in studies, whatever -
ltheir fotivations. ‘o, . T
- Along those linesj one of the things we need to know more about -- .
and it is obvious that a few efforts have been made in this direction -~
is what .the impact oh the individual or ont’ the group is of participa-
tion in one of these volunteer studies. The recent publication .of the
study done in Somers State Prisom takes a step in that direction.- Et
seems to me ‘that the more we know about what the actual impact on the
individual, hﬁs self-perception, his motivations, and so forth, as a
result of participation in one of these studies, the better position .
» we will be in to make selections or set up guldellnes for the selection
_ . of volunteers. - . .-
’ °  There-are really two problems in terms of the 1nformat10n that is.
provided to potential volunteers. One of these appears'-to be the in-
_completeness of the information that was supplied in c€Ttain instances.
"The incompleteness occurs, perhaps, because of the urgency of time or
the amount of effort it would take to provide complete information. It - ;
seems obvious, in certain instances, that information has been deliber-, . L.
ately withheld, apd I know of no one who would consider that tobe
justified. But 1"do belleve that we need to study very much the in-. .
formatioh part of imformed consent. .
. Here-again it seems to me that it would be quite useful if more of
=~ us engaged in the.type of-study’ that was done at Semers or in one @f
_ the collaborative studies that Dr. Lasagna.did jn which, after a lapse
of time, one went back to th¢ volunteers to see how much of the infor-
mation that*one thought one was transmitting had, in’ actudl fact,"been J ‘
R retainéd. If one ¢hi detect a pattern,. it seems to me that this would .
go a long way to prov1d1ng a basis fer improving, this communication
and uﬂuggstandlng This is an area in which it is possible to increpse J
our knowledge and understandlng by 2’ rglat1ve1y‘sample effort.
I personally got a great d‘éayOm the discussion by Dr. Katz of the 1
amblgulty of motivations that 1nvolved in the transactions that . -
place not only .in the usual physician- ‘patient relatlonshtp, but tinn ——— | T
't relationship between an investigatotr and vglunteers. The more we L. :
can clarify our thinking about- these. amb{ghltleqfas they now exist, the * ° .
_more we can clarify our thinking about the motivations of thénsubject,
as well as the motivations of the investigator; we will be .in a much
better position to understand what some of the dynamics are.” In ‘urging ‘
.that we analyze and identify these things, I am not sure how they can
be carried forward, because that is not my ¥ield. ?ut I am sure that .
there are mechianisms that would make it possible for us to better under- .
stand -the mix of motivations involved. .. e
I am absolutely convinced that in many instances those 6f us in the
medical, profession have forgotten or' do not bring to*the surface of ‘our
. consciousness what the transaction is that takes place between a phy51- ) .
. ¢ian and a patient, or even between a' physician and a member of the* i
public with whom he discussed medical matters. ~This is somethlng that .
we need to have in our consciousness. We need to understand better, "
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like it or, not, that we speak from a special bosition,'that most people
listen to us in a very special way, and that this puts on 21s a very
special resp0351b111t) : )
The presentation by Dr. Frled was very valuable to me. He was able .
to put in a framework of principles of 1law that have existed for a long
time what the real purposes of the regulations and guidelines are. He
has given me a basis for thlnklng of. thls that had not been clarified
for me before.
The last point that I would like to touch on has to do with what the
mechanlsm: might ¥e” for monitoring on-going research to see to it that'
the protocols that have been reviewed and approved are actually being
implemented and to see to it that if some unexpected occurrence fturns
up in the course of a study it will be modified accordingly.
The difficulty that we face to begin with is the enormous size, as
Dr. Chalkley has pointed out te& us, of the undertaking as it goes on in
this country. I see no pogsible mechanism at the present time éxcept
an institutional one by which the institution, through an approprlate
organlzatlon, probably a commlttee, would have to monitor the activis
ties going on 1n the institution. It mlght be the same committee that
presently functions to approve protocols; or a different committee
might be required, because it is a very time-consuming endeavor, partlc-
ularlf in an institution of any size.
So far as the composition of the committee is concerned, 1 kno» of
ng 1nstitution that objects to the inclusion of individuals who are pot
primarily engaged in biomedical research.’ On the other hand, as I say,
it is a very time-consuming endeavor. From a pract1cal viewpoint, up *
until now it has been relatively difficult to obtain individuals from o
other fields, particularly qutside of the institutiom, who can find . *
the time and effort to devote to this.kind of endeavor, no matter how
interested they are. Perhaps,-as these issues are ETEhlighted in this.
Forum, there may be more general realization the importance of dis-* .
chHarging this responsibility: © ) . .
One of the most useful suggestions, which was- not first made here
but which was repeated here, would be to develop a mechanism for the
exchange of experience and information among the committees in this
country that have taken on these institutional responsibilities. 1
would have to say that my attention has been drawn to the fact that .
certain protocols have been approved in other institutions in New York
that our own committee would not have approved. This does not neces-
sarily mean that one was wrong apd the other was right. But T do know ,
that it would be useful if the committees could gét together to discuss .
the difference in-viewpoints that led to a situation ip.which a proto-~ :
col might be approved in one institution while the comxittee in another
institution state flatly that they would never have approved that
protocol.
I am sure that in an area like New York C1ty this would be relatively .
easy. Although it certainly would not be very easy to ,arrange for some
sort of informal exchange on a regular basis among the ‘committees in
the New York City area, 1 would hope that some mechanism could be found
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so that, whether or nots one documents all,decisions that are made,
selected decisions that represent the resolution of a particularly
difficult issue mighg be encapsulated or epitomized in some way 30 that
this 1nformat10n could become more generally available.

Despite the motivatign for discovery or to be first, apd so on, I
believé that this type of information could. be made ayallable'hlthout
encroaching on the privacy of the ideas of the investigators who had
originally proposed the research. I would hope that one practical out-
come of this Forum might be that we would find some way in which to

. inst1tutionalize. the exchange of appronriate information about decisions
that are made in the area of human experlmentatlon and protocols of in-
formed consent, : - - - -
All 3n aj1,”1 think that this‘has been a useful conference. It cer- )
’ tainly has not found answers to some of the hard questions that must be
faced up to. But it seems to me that it may set the stage for develop- -
ing mechanisms whereby some of these issues might be resolved to th .
satisfaction of not ail but of ‘most of us who are concerned, includin
“"the investigators, including the subJects, and including the many other

individuals who quite rightly have begun to question the system as ‘it i J
* has existed in the past. ¢ - ,
DOUGLAS BOND - ° - " : : ' .

. . .
.

- About 1950 a French author, Vercors, wrote a'story entitled "You Shall
Know Them' in which a group of missing links is found wheQ resemble *
_ humans remarkably, are_ gentle, tractable, and highly educable., “Soon
- they Are being used widely to do all sorts of labor. The hero becomes » -
upset at®this exploitation and decides to kill a young one to settle the
‘ issue as to whether or not the creatures are human. The story builds
v . - to a trial-in which attempts are made to use anthropolog1ca1 and be-
. .havioral.criteria, to differentiate man from his lower cousins. None .
R prove satisfactory. If the hero is to hxn his goal, he will be con- o
. victed of murder; if he loses, his proteges will be destined for ex- - . ‘o
ploitation. The resolution comes when it is decided that the creatures kK ~ % ° .
are indeed human. However, the judge points out that the hero really .’
slaughtered an animal, since the only criterion for judging humanness
is the acceptance by other humans, and until that was done the crea-
tures were not humards: - -

This story came to’‘ge while listening to the discussions of the last
two days as to when human ‘1ife begins-in the fetus; and as to what ’ ;
groups of people m1ght ﬂ% used for testlng and other forms of c11n1ca1 : -
investigation.

To-take the Fetus flrst sonle discussion took place as to when it

* could be called a person. Hope was expressed that someday we would
" know thé beginning of life. I doubt very much that we can know the .
beginning of life. It ‘will nlways be a question ‘of our definition.
. Life seems to be an even flowing stream, moving from one cell to an-.
- other, from one lifeé to another, to sample some water, from a stream and

Q. ' : . 12 ' .. ) .
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say "this 1s the beginning” makes little sense. We neced not ponder
‘the .imponderable. There are plenty of other things to do. Arbitrary
decisions in practical matters are good enough. The Supreme Court made
such a judgment when it said, in effect, that a fetus becomes.an infant
when Jdt can survive outside the mother's body. Evervone-knows it can-
not really be independent._ The human infant's helplessness: demands care
and feeding of the most devoted sort or it will die; but if exits from
thé mother's body, and with care 1t can survive. There is no real
screntific definition here; "it's only practical and very useful. Some
other time may someday be chosen, but no matter.

_The term ''fetal rights" seems unfortunate to me.. Everyone is cof= . o=
peting for special rights these days, and I hate to get the fetus into
it, although it would be léss clamorous than others. The fetus cer-

tainly does not know it has rights, and to ‘use .such a "term borders on “ -
. J the absurd. .Does an ovum have a right to be fertilized? A sperm to . N
\ keep 1ts tail? If the point is-to respect living tissue, why not just

say so. If one wants to insist on the rights issue, why not follow

- the Supreme Court and say that rights begin at their arbitrary line?
Informed consent, now askcd for’' when human beings submit themselves

. . to medical procedures or when they become subjects in c11n1§al investi-

gations, seems to me to have not only the function of informing the

patient or subject, but also to say to the physician or investigator, |

, 9 * "This is a human being like yourself."” It should be a reminder and a
caution. :
We humans have a spectrum’ of humanness in our minds. ThoSe different
from us "seem a little less human. In days gope by, the poor were less ",
v human. Somehow they didn't feel the same as the more fortunate. The ,

Calvinist doctrine reinforced the idea that .God rewarded the righteous
. and promptly, so the unrewarded poor became the unrighteous. The first
! prison to be constructed in England in Tieu of various maiming.punish-_
ments was Bridewell House in 1553, dedicated to the "detention and
reformation of the poor.’
We are now going through a process of admitting more ‘people to full
humanness: the poor, pegple of different colors, women, and children.
Where informed consent.should have its greatest meaning to the investi-
gator, therefore, shoyld be in those areas where the subject seems
most different. When it c¢omés tb the subject, trust in the bénevolence -
. of the 1nvestigator must come first. Our discussion to date-has- cen®
tered on imparting sufficient knowledge. But g01ng into scientifi®s’
: detail on the trial of a mew drug whose actlon is not fully knowh 63%
- ©  hardly be the main point. p
I recently underwent 2 major operat1on upon my -heart. The‘surgeon
explained how he would take the mammillary artery, and.Jump a block in
one of my_coronaries. Incidentally, "he forgot to mention that he would
o open my chest. He told me of the¢ overall mottality figures and assured
me that his figures were.better. 1,quickly assented. My wife walked
in at this point and slowed the procedure déwn. She asked if she could
.call on an old friend, Howard Burchell, a'cardiologist of note. The
"surgeon agreed. Howard called the various physicians and told my wife
¢ ,” ' .
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g0 ahead." She was entirely content. What one wants at such a time
is no detailed explanation, wh1ch could be endless, but a competent

" and trustworthy synthesis.

Medicine has had a great record in caring for the poor, unmatched by
any profession except the mintistry.: That the poor in effect paid for
their care by aiding young phy51c1ans to learn and.by being subjects
for various clinical tmpials was 4nd is by no means all bad. The super--
vision of that care has assured a level of scientific care that many
private patitents lack. Certainly the poorer patients in the great
teaching hospitals of this country were the first to benefit from the

antibiotics, the various sulfonamides, and néw surgical interventions.
But the record is fiot spotless. Ihvestigators have from time to t1me
jumped the gun by going too quickly to clinical trial béfore adequate
animal testing and have in addltlon practiced poor science. The more
recent controlsebegun in institutions doing clinical investigation have
done-much to curtail cargless or thoughtless work. The natural adver-
sarial reldtlonshlp among investigators is a great safeguard when re-
search is open’ to scrutiny.

There is a move afoot to include either lawyers or laymen on such
committees. I seriously qOestion this move. Physicians are as a
whole not devoid of humanity, nor are they only cold and detached when
it comes to. people or patzents. That -some may be caught in a private
ambition or in an Unwarranted enthusxasm is certainly true, but scrutiny
by colleagues is, for me, the best safeguard. After all, the legal
profession can hardly afford to be .righteous at this time. _

Investigation is hard, “work. Nature holds her secrets dear. The
long., tedious frustratlng labor that’is.-the forerunner of a result is
normally hidden. The demands of ‘focusing one' s energies in a narrow
band necessitates a kind of tunnel vision that the scientific method

"was developed to defend against. Good controls have ruined countless

good findings. Informed consent is another safeguard for the, subject.
I would hope that we would not rush to control to the point that

clinical 1nvest1&at1on becomes so overburdened with external restraints

that we give up. It is coming dangerously close to that point now. I

am not a clinical investigator in any sense that has been used at this

ERI!
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Férum, so I am happy to speak to it. Mr. Halpern suggested that the
lawyers and the,investigators work together to evolve 2 series .of pro-
cedures. That is fine with me as long as we do not apply restraint’” .~
too qu1ck1y and we gather, over time, a decent data base that we can.

use to develop_policy. At this point there is none. 1Tt is character-
istic of the lay to take one case.gnd QQere prxnplple from it,
Science is more inclined to develop a seriés of casese to. ‘derive 1ts

findings. In this instance, T side with the scientists. oA

s ~
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HORARD HIATT - _ . .

It is difficult to come at the end of two days, at thg end-of a series

_of such thoughtful people, and do much more than just repeat or
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underline those things that perhaps need emphasis. That will be largely
what I will do. )

Medicine has become an 1ncreasingly complicated area, as has clinical
research. Technologic advances, advances in medical capabilities,

_changes in.our ethics, in our moral outlooks,-in our attitudes toward

various groups in our society -- women, consumeys -- all of these have .
undergone rapid transformations that are still accelerating. But there

has been no concomltahzachange in the.decision-making process 1in medi-

that, to a large extent, is what this

Forum has been about. . ' ’

Many of the changes that people are seehing really will depend, in .
my view, on changes 1n the practice of medicine and in our health sys- -~ .
tem, as several people have butlined. For example, I.think that every-
body needs a Howard Buzchell. That is what people have been saying to
us. It is not the investigator that can rightly ask informed consent ,
of the patient. Every patient must have his or her own doctor or some
other person. It can be a social worker, a nurse-practitioner, or
anyone else, but it must be an informed person to whom the individual
can turn for advice as to the reasonableness of his or her own parti-
cipation in the‘experiment in question. It is unfair to ask of the
1nvest1gator that he attempt to elicit informed consent; it is unfair
to ask of the patient that he give informed consent in the absence of
an ombudsman., ’

We need a health care system in which there is better data collec-
tion. We.are doing experiments now and projecting experiments for the
future to answer questions, that should reasonably have been answered
long ago. For exalmple, we began giving anticoagulants for a.variety of
d1Seases in the middle '40s. The imprecision of our mechanism of ad-
ministration of treatment and of our data collection have led us now to
still having unanswered some of the same questions that medical stu-
dents and physicians and investigators were asking twenty-five years
ago. .

Obviously, the conflicts that have been descrlbed between the
interests of society and the interests of the individual are going to
be difficult to resolve and will continue to be difficult to resolve.

We did .not talk much about the various -factors that go into the equa-
tion. Surely no research is ethical in which the question being asked

is not a reasonable one; no research is-ethical in which the methods
being used are not likely to obtain the results that Are sought. Thus, .
the evaluation of the question, the evaluation of methodology is as
important in looking at the ethics of a question as are several of the
other factors to which we have referred.

We have not talked enough aBbut the obligations society incurs, for

But those are

-

the individuals who part1c1pate in research projects.
" very real, and they should be and must be codified.

It is clear that all of our con51derat10n$ are fluid ones. Qur
knowledge, our capabilities, our attitudes are changing, What is a¢-
ceptable in 1975 hopefully will not b& acceptaBle in 1980. Thus,.what-
ever mechanisms we settle upon as satisfactory for looklng at today's

»
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. the others. I am convinced that this' can be done.

* great difficulties in understanding each other as we have had here in

219 -

+

problems ought to be continuing ones, mechanisms that permit us to look
o a continuing basis at the changes that 1neV1tab1y, hopefully, will . .
be -going on.
Most of the discussion of the last two days has.understandably sur-
rounded c1rcumstances in the United States. But I would underline the
fact that our problems really represent a microcosm of the health prob-
lems of the world at large. There are, 200 million people in the world
who suffer from schistosomiasis. I submit that is a problem that, in
terms of any of us in this room, is more important than the problem of
cancer because the ‘people who suffer from this condition, in general, are
much younger, have many more obligations to the people around them, and
for a variety of other reasons. Malaria is said to afflict almost a s
million people. This is one facet of the problem that we do not look _
at nearly so much in the United States as we might. Another is the
fact that the restraints that have been forced upon us to some extent,
that we have accepted ‘in thls country, have resulted in our go out-
side of the United States to evade them. ® That, too, is a respd’glbility
for us to examine in some detall and to ask how or whether we should . .
tplerate it. ‘
I think anybody who has been here for these two days has been struck
by the fact that by and.large there have been two groups of people who g
have been speaking. One group is the medical resedrchers, who feel
that the excesses, while they exist, are in general minimal as compared
" with thé dividends that have, been brought to all of us. °I accept that”
point. They also feel that if the ground rules are changed‘dpprec1ably.
research itself may be threatened. iThey feel, fiinally, that the other
players on the stage, potential or real, lawyers, chemist’s, social - -
uorkers, consumers, have no greater expertise, and often lesser exper-
tise, than phy51c1ans or the investigators; and therefore, .why change?
The second group is the nonphysxcxans, who are, in general, cogni-
zant of the contributions of medical research, but who are cqQncerned
about the abrogation of individual rights. ™ .
We will get relatively little out of the eVents of the last two days
unless we recognize that this gulf is not going to be bridged unless we .
find mechanisms for establishing a"continuing dialogue between all of
the people who are concerned, a dialogue that jntroduces each of the _
pedple involved to the problems, theﬁasplratlons, and the cqncerns of ;
Over the last two years in Boston, we have succeeded in bringing . .
together a group of people, many of whom are members of-this Forum, .
for this purpose. At:the outset of this co inuing dialpgue we had as

the 1ast two days. And yet from this has emerged working groups in- .- -

~volving people from law, medicine, philosophy, management, consumer -

areas, and others as well, that have résulted in joint research efforts,

in joint approaches to old problems, in suggestions concerning new | .

problems. This seems to me to be very promising. .
If, as a resitlt of this sessxon, the Academy and the Institute.of -

Medxcxne, or some other mechanism, can decide or will decide that this -

» . ~
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problem ié as important‘or perhaps more important than any other that
confronts society, and as a result determines that some kind of a con-
tinuing body will be put together with a mission to bring, forward a
code in a given period of tise, and to keep that code updated as time
evolves, then this will all have been useful.

- In my view, one needs no'crystal ball to predict that rules and
regulations will be forthcoming. There is ample evidence. A society
that was sufficiéntly aroused to put together a Food and Drug Admini-'
stration some six decades ago is going to do something about the un-
regulated medical and surgical procedures, and the relatively little-
regulated medical research that goes on.

If what emerges from these regulations is to retain the best of what
we/have at the present time and to reflect the input of the clinical
investigators, it seems to me that it must be they who take the lead in
demonstrating the need for openness in the most real sense that one can
project this term, that is, in partnership, involving themselves and

all other interested groups, and putting forward the suggestions that Vs ) —
might lead to a serious deallng with the problems that have concerned

us.

FREDERICK ROBBINS o

First, I cannot say strongly enough that I do npt believe that biomedi-

- cal research is necessarily threatened because we are discussing the
problem, talking about the possibility of certain regulations, and con-
cerned about abuses that have occurred. I would regard that as a
strength, not a weakness. 1 think that a defensive point of view pp
the part of investigators is improper and unnecessary. If we have not
proved our worth, .then perhaps we should not proceed.

Secondly, our greatest obligation is to do good science, and many of,
. the abuses have not been good 3cience. As 1 said earlier, I am not «
. convinced that some of what are considered abuses are true ones. On
the other hand, I know there are abuses. And the fact that Dr. Chalkley
™™ is able to point to no legal actlons and so on does not mean there are
no abuses. .
+ " The kind of scrutiny that is going on now, by means of our various
. review committees, is perfectly in concert with the scientific method.
: .- I know, and you know that the reason the scientific method was devel- ‘.
- oped was because an investigator cannot trust himself always to inter-
pret t sults of an experiment in which he has invested a good bit
of his%s and his hypotheses. That is why you set up controls-in
experiments. The same principle applies in asking that others review
your protocol before you embark on an experiment that involves other .
people. That- seems like no great threat to me. )
We have been using institutional review committees now “for some time.
I was impressed with Mr. Halpern s suggestion that we need to take a
more 1nvesx1gat1ve approach to what we have achleved how are we doing,,

. 4 ,

. M| . 1

EMC v . .". oy N 21 . ..,’:. . R

P v | . . v .
Ko - .- foAe ’1




- 221 .

1
€t cetera, the k1nd of thing that Ivan Bennett commented’ ,upon ‘to some «
extent. . ,
The nked for 2 surrogate for children and other people who cannot
give permission is clear and necessary, unless we say no investigation
upon children or anybody else who cannot give consent themselves. I am
not sure from what I heard, and from what I know is going on in this N
country, that we really want to do that, but we do need a surrogate.
I firmly believe that the kind of interchange now going on in the
institutions, through the medium of the review committees, which are
expanding thémselves and experimenting to some extent but not enough, | .
is beginning to develop the kind of relationship that Dr. Hiatt spoke
about. Furthermore, it is beginning to have some impact in the edu-
cational system, and I feel very .strongly that here is a most impor-
tant area where we have to make évery effort to be certain that those
people whom we are educating, not just doctors, but people who are Yo
going tQ, be,;nvolved in the investigation, understand the issues and
are helped to'see the problems through other people's eyes. _
“In closing I would like to quote from Hans Jonas and his article on
"Philosophical Reflections on Human Experimentation' in the Spring 1969
issue of Daedalus. He has this to say about research: - .

.

The destipation of research is essentiallj melioristié. It .
. does not serve the preservation of the existing good from \
" which I profit myself and to which I am obligated. Unless T T

the present state is intolerable, the melioristic goal is, in
a sense gratuitous, and not only from the vantage point_of
the present, Our descendents have 'a right to be left an un- . ,
plundered planet; they do not have a r1ght to new miracle

s curés. . )

‘Jonas then goes on to make this ‘comment, one that we might keep in .
mind as we-continue the deliberations of this Forum in our daily lives

and “work: . ] . , .

©

Trme e progress, with all our method1ca1 labor for it, can-f
not be budgeted in advance and its fruits received, as a due.

Its coming about at all and its turning dyt_for good (of
- which we can never be sure) must rather be fegarded as some- o

thing akin to grace. o c Y e
P .- B * . ‘. . L .
. That, I ‘think, is an appropriate berediction for our experience here - AN
together over these past two day:. o - ’
= ’ ) ' ’ T 7
¥
i * . -
- LEWIS THOWAS . - . o R .- ) L
. . : . . L .
I have been sitting here-as the Chairman -- what Gllbert and Sulllﬁén o .
referred to a$ a tremendous swell in one context -- and we have run’ dht o
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of time. Moreover, all of the sage spontaneous and exjemporary remarks

that T so carefully prepared have already been made by my colleagues,

and 1 find myself in agreemént with all of them, including, I must say,
Dr. Hiatt, and we are at peace. - - .

I would liké to extend thanks on behalf of everyone involved in this
Forum to this valiant and resilient audience for the devoted service
you have all put in. And now I would like to ask Dr. Handler 1f he will
say to us a few concluding remarks. . . -
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CLOSING

‘e . - -

s ’ Philip Handler .

.

1 would like to thank Dr. Thomas, Dr. Robbins, and all of" you for‘Qeing

with us for these two days. .I am not sure whether the issues were . .
‘L really joined. That still seems to be the most difficult problem for

us in the design of a forum. If the issue is sufficiently polarized, .

those at the two poles.find grave difficulty in actually confronting . .

each othex and speaking in terms they both recognize and out of value

systems that they can share.,

On the first day, there were moments when it seemed to me that some
of you wished to discuss those issues that you deem profound, while
others wished to discuss those is¥ues they deem important, regardless
of their profundity. [From time-to time, we came tloser to joining the

. _controversy, if controversy there really be. .
1 see no reason for those who have been in the forefront of medical
~ ., research in our~tific"to be defensive of either their accomplishments
or their behavior. Nor, however, should they attempt to 'put down'
_those who -have jeined in the swelling sense of emotion’ in the United <
States that has so changed our world in the last ten yéars -- the sense
of individual rights, of civil rights, the rights of those special Bl -
groups in our population whom we have ignored too long, the sense of v
. responsibility for the land in which we dwell,-and even the growing L )
. sense of responsibility for those in other lands. .
This morning when he opened the meeting, Dr. Fredrickson was voicing
g% - theyquestion I posed when this meeting was planned. [ asked, "How is )
it that when the death rate due té6 starvation is running about 12,000 .
a week in the rest of the world, you can sit here and worry about ’
whether or not .an unwanted fetus is Qr is not *a person’ at some spe- ‘
cific day in its life?" . 7

o
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I think you have all answered that question for yourselves. The
fact that much of the world is ugly, the fact that there afe brutalizing
forces, and always have been, should not deter us from seekigg to”deter-
mine that which is human and desirable, nor from asking what sort of
world we would prefer to have, if we could hut know it. -~ 7=

That, I think, is what you have been doing for these two days.
Those of you who were on the two sides of this rather polarited meeting
did, I think, find a little sense of what the others are about. I[f
that facilitates a dialogue in the years ahead, this Forum was success-
ful since that was.all we were attempting to do. : ° :

&
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