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investigation is such that mentally competent adults would not be competent
subjects.' On the other hand, the Declaration of Helsinki states, and the AMA
guidelines do not, that '(a)t any time during the course of clinical research
the subject or his guardian should be free to withdraw permission for research
to be continued.' No explanation is provided for the differences nor is any
mechanism available to guide physician - investigators in adopting or rejecting
part or all of either document, based on its disagreement with the other or
for any additional reasons."

In retrospect, the promulgation of so many varying codes of ethics can be
viewed as a tacit recognition within the professions that self-regulation by
investigators could not be relied on to control research practices. When it was
also realized that the codes themselves had serious shortcomings, new and
quite different proposals for ordering the research process began to emerge.
Procedur,'s were gradually developed to apply the general principles contained
in codes of research ethics in the formal evaluation of individual research
projects by institutional review committees.

The National Institutes of Health (NIH) first developed such procedures
in order to regulate clinical research performed at its Clinical Center in
Bethesda, Maryland. Since 1953, human research has not been conducted there
without prior approval of a review committee responsible for the protection
of subjects." In 1966, Surgeon General William H. Stewart extended the re-
quirement of prior review by "a committee of (the investigator's) institutional
associates" to all "extramural" research supported by United States Public
Health Service (PHS) grants and awards." This review was to assure an
independent determination: (1) of the rights and welfare of the individual or
individuals involved, (2) of the appropriateness of the methods used to secure
informed consent, and (3) of the risks and potential medical benefits of the
investigation'

Prior committee review wcs also instituted, in 1967, for all "intramural"
research programs of the Public Health Service." The Tuskegee Syphilis Study,
conducted by PHS investigators, was an intramural activity.

In 1971, the Department of Health, Education, and Welfare formulated its
policy for the protection of human subjects which superseded the Public
Health Service extramural program guidelines. Institutional committee review
was retained as the central feature of the new DHEW policy. The PHEW
regulations apply to all research supported by Departmental grant.; or Contracts,
regardless of whether the research is medical in nature. However, the new
regulations do not apply to intramural PHS activities, which are still governed
by separate and sometimes divergent PBS guidelines. Also in 1971, the Food
and Drug Administration promulgated additional regulations," patterned on
the DHEW framework, to govern the testing of "investigational new drugs."
And recently, in response to the Tuskegee Syphilis Study revelations, Senator
Jacob Davits introduced a hill which would enact most of the current DHEW
requirements into law." Senator Hubert Humphrey also responding to the
Tuskegee Study, introduced another bill. quite different in conception." It
would create within the executive branch an independent board to establish
guidelines for human experimentation, to review research practices and to
enjoin the conduct of certain investigations.

Due to the Federal government's prominent role in funding biomedical
research, the PHS.DHFIW regulations have had a noticeable impact on the
conduct of human research in this country, Over 700 American research insti-
tutions have established review committees in order to satisfy DREW or PHS

42 Katz and Capron. Social Factors A ffectino the Modern Treatment of Catastrophic
Diseases .(Unpublished Manuscript, 19731 (hereinafter, Katz and Capron).

12 Seazama, "Guiding Principles in McAfee! Research Involving Humans, National In
stitittes of Health," 32 trospitals Journal of American Hospital Association 44 (1958).

2./ Memormatim of Surgeon General Willem II, Stewart to the Heads of Institutions
Conducting Research with Public Health Grants, (February 8, 1966).

71 fhb',
DHRWPiihtic Health Service, Protection of the Inditidal as a Research Subject
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requirements.' Although these committees are required to review only Federal-
ly-funded research, they often have extended their review to all research on
human subjects conducted at their institutions."

B. Description of DHEW Policy"'
At present DHEW policies vest primary responsibility for the protection of

research subjects in institutional review committees. These committees are
charged with the initial review of all project proposals and are also expected
to subject research 'activities to "continuing review." Once a committee has
approved a research protocol, its decision is reviewed again by the DHEW
study section which considers the protocol for funding. When either group
disapproves a protocol, that decision cannot be appealed the Department,
and the protocol cannot be Federally funded. In contrast to the DHEW re-
quirements, PUS intramural policy does not require continuing review. Instead,
the burden is on the investigator to bring "significant proposed changes in
protocol and emergent problems of investigation to the attention of the review
group involved." Nor does PHS intramural policy specify distinct stages of
protocol review.

DHEW requires institutional committees to review all aspects of "any
activity" which might expose a subject to the possibility of harm if the
activity "goes beyond the application of those established and accepted methods .
necessary to meet his needs."" Recognizing that this jurisdictional standard
leaves much to, the discretion of committees and investigators the Department
Concedes that '"(a)cceptance is a matter of professional response, and deter-
mination as to when a method passes from the experimental stage and becomes
'established and accepted' is a matter of Judgment." 32

Before the committee can. approve an activity under review, it must "deter-
mine that the rights and welfare of the subjects involved are adequately
protected, that the risks to an individual are outweighed by the potential
benefits to him or by the importance of the knowledge to be granted, and
that informed consent is to be obtained by methods that are adequate and
appropriate." Like the jurisdictional standard, these review standards are
phrased in general terms, although the "basic element" of "informed consents'
are set forth in greater detail." DHEW policy also requires each institution
to provide written assurance that it will abide by DHEW policy. The assurance
must include "a statement of compliance with DHEW requirements for initial
and continuing committee review of the supported activities ; a set of imple-
menting guidelines, including identification of the committee, and a description
of its review procedures." As part of the "implementing guidelines," each
institution is asked to adopt a "statement of principles that will assist the
institution in tbo discharge of its responsibilities for protecting the rights
and welfare of suh!rcts." These statements are typically derived from exist.
ing codes of ethics not much more explicit than the DHEW review standards
themselves."

Unlike DHEW pokey. the intramural guidelines of the PHS make specific,
albeit limited, referer..,e to "(s) Males involving children, the mentally ill or
the mentally defective," Such studies "shall be carried out only when there
is no significant risk of physical or mental harm to the subject or when direct

Por ti description of the spread of Institutional review committees following the
promulgntion of the PRS guidelines, Kee Barber et at., supra, footnote 3. at 145-148,

ze Barber et at, estimate that 85% of the institutional review committees they sur-
veyed review "all clinical resenrch" conducted nt their institutions, regnrdless of funding,
ttarber et at., suora, footnote 3, at 149,

29This description Is based on the intramural Guidelines, supra, footnote 23. and the
Instituttnnat Guide, supra, footnote 23, Hereinafter, the policy of the 111nnual and the
Guide will be referred to ns "MINN" pulley, while the policy of the Intrailittral Guide-
lines will be referred to ns "PHS intramural" policy.

so intramural Guidelines, supra, footnote 22, nt 9.
11 Grants Administration Manual, supra, footnote 29, 11-40-19,
11 ht4tituttottat Guide, supra', footnote 23, nt 3.

Gronts Administration Manual, supra, footnote 23, §1-40-20(A), The PUS infra-
mural fluhtellnes, supra, footnote 22, contain essentially equivalent stnndards for review,
at 4-5.

4 See infra,, pp. 31-32,
ss Grants Administration Manual, supra, footnote 23, § 1-40-40 (A).
' Grants Administration Manual, supra, footnote 23, § 1-40-40 (C) (2) (n).

fl /bid, See also institutionat Guide, supra, footnote 23, nt 5, footnote 2, and nt 23,
Intramuraf fitutdettnen, supra, footnote 22, at 10,
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benefit to the subject is anticipated." The intramural guidelines also ex-
plicitly provide that. "1 sltudies of individuals with limited civil freedom shall
also be subject to group consideration and approval." Although the refer-
ences to minors, incompetents, and prisoners do not impose additional sub-
stantive restrictions on research; they may alert review committees and investi-
gators to the special problems presented by research with such subjects."

Since institutional review committees are entrusted with such difficult
decision - making responsibilities, their composition is a matter of Departmental
concern. The committee must be composed of sufficient members with varying
backgrounds to assure complete and adequate review of projects and activities
commonly conducted by the institution. The committee's membership, maturity,
experience, and expertise should be such as to justify respect for its advice
and counsel. No member of an institutional committee shall be involved in
either the initial or continuing review of an activity in which he has a
professional responsibility, except to provide information requested by the
committee. In addition to possessing the professional competence to review
specific activities, the committee should be able to determine acceptability of
the proposal in terms of institutional commitments and regulations, applicable
law, standards of professional conduct and practice, and community attitudes.
The committee may therefore need to include persons whose primary concerns
lie in these areas rather than in the conduct of research, development, and
service programs of the types supported by the DREW."

Beyond this, the Department does not specify any particular size or member-
ship 'requirements, believing instead that disparity in institutional situations
demands flexibility. For the same reason the Department does not provide any
directions for the conduct of initial or continuing'review. Instead, as already
noted, institutions are required to submit for Departmental approval a de-
scriptlen of the procedures their committees will follow to implement review.

When MEW funding is sought, a research proposal approved by an insti-
tutional committee is reviewed again within the Department." A study section,
composed of scientists not connected with the proposal or its sponsoring insti-
tution, examines the proposal and transmits its recommendation to the par-
ticular National Advisory Council authorized to grant the requested research
funds. This Departmental review is not restricted to a reconsideration of the
"ethical soundness", of the proposed research. Instead, it encompasses all other
factors which enter into any research funding decision, such as the scientific
rigor of the proposal, the scientific significance of the proposed project, and
the relationship of budgetary estimates to the proposed study. As a result, the
review of ethical issues at this stage cannot be as thorough as it is Intended
to be at the institutional level.

The adoption of this institutional review committee approach promised to
he a significant advance toward the goal of ethical human research. For the
first time, codes of research ethics were to be applied in concrete situations
by means of a definite procedure providing for independent scrutiny of indi-
vidual research proposals. Moreover, n decentralized, pluralistic approach, em-
phasizing decision-milking at the institutional level, seemed to offer other
advantages. The exploration of problems from different points of view could
ultimately lead to a fuller appreciation of the issues requiring resolution.
Concern for the rights and welfare of subjects could be more easily comma.
cated to individunt investigators. The review of research protocols could be
handled in depth and yet with dispatch.

Despite these hopes, the present MEW regu'atory framework can only be
considered it qualified success. The continued existence of two varying sets of
guidelines to govern intramural and extramural human research activities
respectively serves no purpose and generates confusion. As to the content of
the guidelines, although from a historical perspective institutional committee
review was n major improvement over prier prectices, many deficiencies, to
which we now turn, have prechuled successful supervision of human
mein-tithe' for the protection of human subjects.

ss' Ibid.
46 /Uhl,
4t 1,148 thtramural policy doe's impose stricter consent rerynirementa for experiments

with gild' subjects. These consent requirements are dismissed infra, at pp. 25 ff.
aranbi Adtainfstration Manual, supra, footnote 23, § 1-40-40 (C)(2)(6)."chants Atimintstration Manual) supra., footnote 23, H 1-40-20 (B) and 1-40-50 (B).

See also NIB Manual 14107 "(Inuits involving Human Subjects," 1,4107 (6) (1572).
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Iv. CRITIQUE or DREW polanY

A. Vagueness of Standards
At bottom, the difficulties which face review committees derive from the

generality of the standards which are to guide their determinations in specific
cases under either the intramural or extramural policies. To illustrate, if a
review committee had evaluated the Tuskegee Syphilis Study under current
guidelines, questions calling for searching examination would have surfaced.

(1) 12 the requirement of inforni consent" is to be taken seriously, should
impoverished and uneducated Blacks from rural Alabama have been selected
as subjects in the first place? Or should a concerted effort have been made to
find subjects from among the most educated within the population at large,
or at least to select from the given subgroup those subjects most capable of
giving "informed consent"? Put more generally, what general principles should
guide the selection of subjects? The philo:,.,:spher Hans Jonas has given one
answer to this question; "(0)ne should look for (subjects) among the most
highly motivated; the most highly educated, andthe least 'captive' members
of the community.""

(2) If "(t)he .welfare of the individual is paramount (and) the subject
must have available to him the facilities and professional attention necessary
for the protection of his health and safety," what special efforts should
have been made by investigators to provide medical treatment beyond the
economic reach of the subjects before enlisting them in the Tuskegee Study?
Or should the institutional review committee have turned down the Tuskegee
Syphilis Study because no adeqtlate treatment facilities were available in
Macon County?

(3) How should "continuing review" operate? For example, at what point in
time, after penicillin treatment for syphilis became available, should the sub-
jects of the Tuskegee Syphilis Study have been apprised of this new develop.
event? 'Since it generally bikes time before- medical consensus is reached -on
the value of a new medication, and is reported in the medical literature, when
should the subjects 'have been told that drug was available which at least
some competent physiciens considered effective treatment?

(4) Hew should the risks inherent in this study have been weighed against
the predicted advancement of medical knowledge? The rule that "the risks
to an individual . . (must be) outweighed by the potential benefits to him
or by the importance of the knowledge to be gained," is perhaps the most
difficult guideline for review committees to implement. The seeming simplicity
of this command belies its complexity. How are such tangibles as "risks,"
"benefits," and "importance of knowledge" to he measured and weighed? Can
serious harm to research subjects ever be outweighed solely by additions to
the sum of human knowledge?" If so, what kind of knowledge, in what
circumstances, would outweigh what risks to subjects? The difficulties inherent
in evaluating the scientific merits of a particular study are demonstrated by
the ongoing differences of opinion among scientists of the P115 as to whether
continuation of the Tuskegee Syphilis Study can still be defended on the
ground of scientific merit. It is necessary for review committees to scrutinize
carefully the research design of every proposed study if the requirement that
risks be balanced against benefits is to be taken seriously, for the acquisition
of knowledge dependw so much on the soundness of the research protocol,"
Does the informed willingness of the subject to accept certain risks have any
bearing on the committee's balancing of risks against benefits? Finally, since
the design of the Tuskegee Study could not completely exclude the possibility

44The requirement of informed consent is analyzed in greater detail infra, at pp.
31 ft,

"Jonnm "Philosophical Reflections on Vxperimenting with Mutton Subjects," 98
Paola/us 210, 235 (10(19).

" In Ira m ura Guidelines, supra, footnote 22, at 1.

" Gra n to Administration Manual, supra, footnote 23, §1-40-20 (A) ; see also intro.
mural Guidelines, supra, footnote 22, at 2, 4-5,

Although MIS policy does nroserihe serintislr risky experimentation which cannot
benefit the subject, 4tramtiral Gnittelines) supra, footnote 22 nt 2, DIII1W policy for
extra:ID:rat research fines not eatcgorictuiy proltibi such resenrch, The instftutfottat
Uulde, supra, footnote 23 Mates at 0: "If the potent al benefits are insubstantial, or are
outweighed by risks, the committee may be justified fit permitting the subjects to accept
these risks in the interests of humanity,

to intramural Guidelines, supra, footnote 22, at 1.
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that non-subjects might contract syphilis from untreated subjects, how should
a review committee have balanced risks to nonsubjects against benefits to
society?'

(5) Review committees are also required to "determine that the rights and
welfare of the subjects involved are adequately protected, What rights did
the Tuskegee Study subjects possess? The tremendous confusion which exists
in the area of patient subjects' rights is in part the result of the traditional
but largely unexamined prerogative of professionals to intervene in their pa-
tients' best interests," The doctrine of "informed consent" has had little impact
on this longstanding professional practice, Since much medical research is
carried out in the context of "patient care" the right to make decisions for
patients has more often than not unwittingly been carried over into the
research domain, The confusion about patient-subjects' rights is bolstered by
the scientist's felt obligation to advance knowledge for the good of society,
although society has inadequately defined the extent of this obligation,

To ilinstyate the confusion about subject's rights: Can the subject claim the
right to be indemnified for any harm he suffers as a result of the research,
regardless of the investigator's fault and in spite of consent? If so, who is
responsible for informing him that an injury has occurred which is not the
result of the natural progression of his illness? Do Tuskegee Study subjects
have a cause of action because they did not receive suitable medical treat-
ment? If so, who may be liablethe individual investigators, the PHS, the
Milbank Memorial Fund, the Tuskegee Institute? The intramural guidelines
of the MS and The Institutional Guide to DREW Policy on Protection of
Human Subjects also identify confidentiality as a right which must be pro-
tected," Does confidentiality extend only to the subject involved in the study
or does it also include the group of which he is a part? If the latter, what
are the limits of group confidentiality? The Tuskegee Syphilis Study, in
common with many other studies, singled out one particular group and. revealed
much that was intimate and private about all its members, Where can review
committees seek guidance in devising procedures which safeguard subjects'
rights in general, and their rights to confidentiality, privacy and respect, in
particular?

(6) The jurisdiction of institutional review committees encompasses "any
activity which goes beyond the application of those established and accepted
methods necessary to meet (the subject's) needs," How are "established and
accepted" methods to be ascertained? Among "established" treatments should
distinctions be made between those of "proven" and those of "dubious" value?
What are the criteria for a "necessary" intervention? Since there is so much
professional disagreement as to when a procedure becomes "therapeutic," the
question must be posed: l'accepted" by whom? Was the withholding of arsenic
and heavy metal treatments at the beginning of the Tuskegee Study a "thera-
peutic" intervention since the effectiveness of such treatments was in doubt,
particularly for late syphilis? When did penicillin treatment become an "estab-
lished and accepted method"? What degree of, certainty is required of investi-
gators and review committees? Certainly no clear line can be drawn between
experimental and routine treatment since, as has so frequently been asserted,
"the therapy of disease is, and always will be, an experimental aspect of
medicine," 65

The vagueness and generality of the governing standards have disadvantaged
all participants in the research decision-making process. For conscientious
review committees, they have meant hard work and, insofar as the committees

5° The Intratnurat cutaettaes, supra, footnote 22, at 1, state The health and safety
of persons other than the sublect, if endangered by the research procedures, must be
protected, DIMir volley neglects this problem.

81C/rants Administration Manual, supra, footnote 22, 1-40-20 (A), see also Intro.
mural Guidelines, supra, footnote 22, at 1, 4-5.

52 intramural Ountelittes, supra, footnote 22, at 0; institutional Guide, supra, footnote
23, at II,

11 The Metitlitiottat Guide, ibid., does make an effort to suggest procedures for secs
guarding confidentiality.fit arants Administration Manual, supra, footnote 23, I 140.10 (B) ; see also Intramural
flutdelines, supra, footnote 22: at 2-31-8,

"The History and Ethics of the Use of Human Subjects in Medical Experiments"
108 Selettee (July, 1048)4 'Barber of at, have recently documented the prevalence of pros
fod/mid uncertainty over the definition of "research," See Barber et al., supra, footnote
3 at 150,
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are overwhelmed by the enormity of their task, superficial examination of
protocols, For 811biPlq8, the Inevitable result has been to deprive them in some
measure of the protection which review committees WPM St 1ppoSed to provide.
For investigators, the pervasive uncertainty about what kind of human studies
are now permissible has impeded their research, And for society, fears about
the protection of its eitizens in the research enterprise have not been stilled,
Especially because review committees work in isolation from one another and
110 mechanisms have been provided for disseminating the knowledge gained
from their individual experiences, each comtnittee is condemned to repeat the
process of finding their own answers to all the questions we have raised.
This is an overwhelming, untweesary and unproductive task for which they
are not prepared and which we doubt they are willing to assume.

What is needed, is an overall official body authorized to formulate more
detailed policies with respect to research on human beings. The need for such
a policy making body has in point of fact already been perceived, and other
bodies, official and nonotheial, have partially and ou an ad line basis attempted
to fill the gap, For example, the FDA has promulgated comprehensive rules
for the conduct of drug research," although on many crucial issues of subject
protection it has simply copied DHEW policy." Similarly, in the wake of
organ transplantation, an Ad The Committee of the Harvard Medical School
redefined the criteria of "death" in order to facilitate the removal of needed
organs?" Moreover, the Division of Research Grants of which at present
supervises the implementation of DHEW policy, has occasionally transmitted
memoranda' to review committees "concerning the interpretation and imple-
mentation of (its) policy."' Recent memoranda focused on potential hazards
of screening programs for sickle cell trait, the definition of "human subject,"
and guidelines for fetal studies, These policy making activities need to be
consolidated, under the auspices of a broadly representative body, about which
we shall have more to say below. Such a body would not only provide guidance
to review committees but would also enable them to obtain advice whenever
difficult problems arise.
B. Invisibility

The creation of institutional review committees could have led to increased
visibility of decisions regarding the protection of subjects. But since neither
publication nor free access to their findings was specifically planned for,
increased visibility has not been realized. A low level of visibility hampers

'efforts to evaluate and learn frotn attempts to resolve the complex problems
of human research, Especially so long as guidelines for human research remain
so Indefinite, high-visibility decision-making is an essential feature of a well.
functioning regulatory framework. Moreover, since committee disapprovals can
block research, with no recourse to higher level review, invisibility may impede
the acquisition of valuable knowledge.

The 1069. comtnittee review of the-Tuskegee Syphilis Study illustrates the
problems which a low level of visibility creates, Our knowledge of that pro.
seeding comes from an unofficial sumtnary which constitutes the only available
report on that committe& deliberations. From this summary it is impossible
to determine the factors which the comtnittee considered or the grounds on
which the committee based its decision to approve a continuation of the study.
This state of affairs is not atypical. Because institutional committee decisions
are not published, committee decision-making operates at a primitive level,
uninformed by pertinent prior decisions of other committees or by scholarly
outside criticism, A mechanism for self-improvement over time is lacking,
Professor Guido Calabresi has observed;

41. The best way of broadening the inputs to the committeelies in
another device: publication of the cases decided by the committees. Such
cases could well be anonymous (at least at first). They could be collected and
published in much the same way that decisions of courts are collected. The

06 see 21 cr.n. IA 130.3, 130,37,
81 Mid. see also 30 Fed. nett 5037 (1071).
ca Ad floe Committee of the Harvard Medical School, "A Definition of Irreversible

Coma," 205 S.A.M.A. 837 (1008).
89 Grants Administration Afenuat, supra, footnote 28, I 1-40-50 (A),
to Memorandum of January 24, 1972. from Stephen P. Hatchett. Director. Division of

Research Grants, NTH, to Officers Responsible for Institutional Implementation
of mint Policy on Protection of Human Subjects.
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reports on any use could include,. first a factual part describing, among other
things, the experience of the experimenter, the intecedent tests in non-human
subjects, the major risks perceived, the scientific gains perceived possible,
the availability of subsequent controls to limit the risks, the origin and life
expectancy of the subjects, and the nature of the consent and the manner in
which it was obtained; and, second, a jurisprudential section containing the
decision of the committee (whether favorable or unfavorable), together with
the principal arguments made for and against the decision reached.

"Such published cases would soon become the subject of intense study both
inside and outside the medical profession, Analyses in learned Journals by
lawyers, doctors, and historians of science would inevitably follow, These
would undoubtedly retrgue the more important or pathbreaking eases. If
law cases are any guide, the analyses would sometimes conclude that the
(Wes were wrongly decided, but frequently that they were rightly decided,
and perhaps more fremlently that they were rightly decided but for the
wrong reasons. To the extent that Law Reviews consider themselves courts of
list appeal beyond the highest courts in the land, so would the learned journals
in which this oinrispradon:a would he dissected. From all this, a sense of
what society at large deems proper in medical experiments might well arise,
This sense would, in turn, guide the committees and make their decisions more
sophisticated, The result would not only be better thought out decisions, but
also a more complex system of controls, which, in effect, took into account
much broader sources of information as to societal values.. ..""

In the ItecoMmendation section of our report we incorporate Calabresi's sug-
gestions in a comprehensive framework for the regulation of human experi-
mentation.

Subject Consent
1. The Definition of "Informed Consent".Institutional review committees

are expected to ascertain "that informed consent is . . obtained by methods
that are alicomte and appropriate."' The DHEW Grants Administration
Manual, in, contrast to its treatment of other important matters, defines "in.
formed consent" In some detail ; Informed consent is the agreement obtained
from a subject, or front his authorized representative, to the subject's partici-
pation in an activity.

The basic elements of informed consent are ; 1. A fair explanation of the
procedures to be followed, including an identification of those which are
experimental; 2. A description of the attendant discomforts and risks; 3. A
description of the benefits to be expected; 4. A disclosure of appropriate
alternative procedures that would he advantageous for the subject ; G. An of
to answer any inquiries concerning the procedures; and B. An instruction that
the subject is free to withdraw his consent and to discontinue participation
in the project or activity at any.time,'

The PHS Intramural Guidelines also explicate informed consent in sonic.
detail ; The individual must be free to choose whether or not to be a subject
in research, His participation shall be accepted only after he has received a
fair explanation of the procedures to be followed, benefits, and attendant
hazards and discomforts, and. milted to his comprehension, the reasons for
pursuing the study and its general objectives, He must be informed of his
right to withdraw from the study at any time,"

For no apparent reason, two "basic elements" of informed consent identified
in l)IIA ;1V policy are ignored by the PITS intramural policy. Nothing is said
in the intramural policy statement about disclosure of alternative procedures
("basic element" number four) or response to inquiries ("basic element"
number five).

Despite the commendably greater detail ..ith which DHF1W policy on obtain
ing informed consent is set forth, major gaps do remain. For instance, the

directives permit consent to be obtained from the subject's "authorized
representative" in lieu of the subject himself. But the circumstances in which
third party consent may properly be substituted for the consent of subjects

dl ritlithromt. "Iteneetions On 'Medical Experimentation in Humans," 08 baectatus 887,
40 41 (19119)

fw (Ir0ani" Administration Manna!, supra, footnote 23,11-4n-20 (A).
nitipf»do .4 tIminintrrinim Manual, supra, footnote 23, § 1-40-10 (C),
di Intramural Guidelines) supra, footnote 22, at 1.
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are undefined. Committees are not advised as to who can validly consent in
place of the subject or whether consent can be obtained from another person
besides the subject only for certain investigations, each as those specifically
designed to benefit the subjects themselves. Thus committees are left to their
own devices in fashioning rules about the participation in research of such
subjects as the very young or the very old, the mentally incompetent or the
emotionally disturbed, the imprisoned or those otherwise under duress, or,
as in the Tuskegee Study, those who are ill prepared as a consequence or cul-
tural deprivation or inadequate education.

In contrast to the DHEW extramural guidelines, the PITS intramural
research rules do address the problems of substitute consent for special
subjects in more detail : Studies involving children, the mentally ill or the
mentally defective should be carried out only when there is no significant risk
of physical or mental harm to the subject or when direct benefit to the subject
is anticipated. . In general, written informed consent of the parent or
guardian shall be required for all medical or dental studies with such subjects,
except in studies of an observational nature or in those conducted during the
administration of accepted health care procedfires that do not require specific
informed consent in ordinary practice. Any exception shall be carefully con-
sidered and fully documented. Written informed consent of parent or guardian
may be desirable In certain other studies with these groups and shall be
required of conditions warrant. . Studies of individuals with limited civil
freedom shall also be subject to group consideration and approval. Informed
consent of the responsible institutional authority shall be required in all
eases. Written informed consent of the individual shall also be required except
for studies of an observational nature conducted during the administration
of accepted health care procedures that do not require specific informed
consent in ordinary practice."

The major difficulties with these provisions result from the exceptions to
the general requirement of substitute consent. "Studies of an observational
nature" and "accepted health care procedures that do not require specific
informed consent in ordinary practice" are phrases too vague to be meaningful,
For example, was the Tuskegee Syphilis Study "of an observational nature"?
In what "other" kinds of studies may investigators dispense with the consent
of parent or guardian unless unspecified "conditions warrant" it? Moreover,
the I'IIS instructions ignore the issue of the capacity of third parties to
represent the interests of special subjects adequately, and the subtle induce-
ments which may persuade prisoners to consent.

Prisoners in particular are n group whose participation In research has
long been controversial." Because prisoners are a captive group, the danger is
great that their consent to participate in research will be obtained by durnss.

Mitford has recently documented some of the abuses to which prisoner
participants in experimentation have been subjected, -and she comments:

"The (Institutional) Guide expresses n 'particular concern' for 'subjects in
groups :Atli limited civil freedom, These include prisoners, ,' Having uttered
this praiseworthy sentiment, HEW has apparently let the matter drop, Dr.
D. T. Chalkley, chief of the Institutional Relations Branch, Division of Re-
search Grants, and signer of the Guide, tells me that H1W does not even
maintain n list of persons in which HEW-financed research programs are in
progress: and has 'no central source of information' on the scope of medical
experiments on prisoners by drug companies...

'What efforts have been made by HEW to enforce its guidelines in HEW-
financed medical research behind prison walls? 'We do give some grants that
involve prisoners. But there's no convenient' way of recovering the information
as to whether our guidelines are being followed,' said Dr, Chalkley, 'That
responsibility lies with the principal investigator, . .' Has HEW ever brought
any notion to enforce its regulations in any prisons anywhere? 'None, to
date'.""

Most new drug testing is initially conducted on prisoners, and Is Subject to
11)A regulations, but the FDA also has no list of persons in which such
research is carried out

lntranturat flutiletine4, Attpra, footnote 22. nt
gpli, Lasagna, "8towint Sithipetit in }Timm 1 i1oerimentation," es Medalist? 449

Mum) Katz, pupra, note 12. rm. 1018-1052 ; Afitford. "111xporitnents Behind Burs," The
Atliotle ilinhtlity 04 (January. 197),

^? %MM. "Ilstweltnontn Behind 11tmt," Aupra, footnotp 07, nt 07n,
04 Setifee Mittord, "Mxpertments Behind Ham" attpra, footnote Oi, nt OS.
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We regard the failure of the DREW policies to include comprehensive
guidelines for safeguarding prisoners, children, mental incompetents, and other
special subjects in research, as a major shortc inning which must be rectified.
Detailed policy must be formulated specifying the kinds of research which may
be carried out with special subjects of different types, the inducements which
are permissible, the circumstances in which third -party consent is necessary,
the identity of those who can validly consent for the subject, additional
Kemal, 1).1. which must be taken for such subjects, and other matters.

1 Exceptions to the Consent Requirement, --In its Institutional Guide to
DMA' Policy on the Protection of Hu»tan Subjects, the Department sets
forth the following additional exceptions to the requirement of informed
consent:

"The review committee will determine if the consent required, whether to be
secured before the fact, in writing or orally, or after the fact following
debriefing, or whether implicit in voluntary participation in an adequately
advertised activity, is appropriate in the light of the risks to the subject,
and the circumstances of the project,

"Where an activity involves therapy, diagnosis, "or management and a pro-
fessional/patient relationship exists, it is necessary 'to recognize that each
patient's mental and emotional condition is important . . . and that in dis-
cussing the element of risk, a certain amount of discretion must be employed
consistent with full disclosure of fact necessary to any informed consent'."

The first exception which permits obtaining consent "after the fact," is so
general in scope and so extensive in the discretion it accords review com-
mittees that it almost staggers the imagination, What are "the circumstances
of the project" which could ever permit such an invasion of subjects' rights to
self-determination and privacy? Is this exemption limited to investigations
with normal subjects employing placebos or to deception studies so frtmuently
employed by psychologists? In one sentence the_requirement of prior" informed
consent is seriously undermined.

Furthermore, another exeception provides for a departure from informed
consent in situations in which "a professional/patient relationships exists."
Since most medical research is carried out in such settings, it can apply to
almost all medical interventions. It is particularly in clinical settings that
overreaching in obtaining consent, however unwitting, is a constant danger."
Thus the unqualified provision that "a certain amount of discretion must be
employed consistent with full disclosure of fact" is particularly unsatisfactory,"

PITS intramural policy also contains loopholes in its consent provisions.
First, the guidelines state that an explanation so detailed as to bias his
response or otherwise to invalidat,. findings is not necessary in those procedures
that involve no risk of physical harm to the subject."

This. qualification is apparently designed to minimize interference with
behavioral and other studies common to the social sciences. These guidelines
elsewhere state that "a major class of procedures in the social and behavioral'

sciences does no more than observe or elicit information about the subject's
status by means of tests, inventories, questionnaires or surveys of personality
or background. In such Instances, the ethical considerations of voluntary

on Thomason(/' finblej Rupra, footnote 23. at S.
vi It is implicit that consent Is normally to be obtained prior to the subject's

patin
S e e
a in

In
research, although DisiNW policy nowhere so states,

/1 pp. ff.
78 Compare

fra,
more

Ore satistartory provisions on informed consent adopted by the PT)A,

21 CPU 11130.37, which require that consent he obtained "in all bat exceptional eases."'
This is defined as follows :

(d) 11xeeplinnal eases." as used in paragraph (b) of this section, which exceptions
are to he strictly applied. are eases where it is not feasible to obtain the patient's eon
sent or the consent of his representative, or where, as a matter of professional judgment
exercised in the hest interest of a particular patient antler the investigator's care, it
would be contrary to that patient's welfare to obtain his consent.

6

(f) "Not feasible" is limited to eases where the investigator is not capable of obtaining
consent because of inability to communicate with the patient or his representative: for
example, where the patient is In a eomn or is otherwise incapable of giving informed
moment, his representative cannot be reached, and it is imperative to administer the drug
without delay.

(g) "Contrnry to the best interests of sueb human beings" applies when the eelataaal,
ration of Information to obtain ealiNetit Weald seriously afreet the patient's disease status
and the physician has exercised a professional jadgmept that antler tile nartieular
et:test:thee:4 of this patient's case, the patient's best interests would suffer if eonsent
were sought.

ratrataarat Glaidetinea, :Mara, footnote 22, at 1-2,
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participation, confidentiality, and propriety in use of the findings are the
most generally relevant ones. The procedures may in many instances not
require the fully informed consent of the subject or even his knowledgeable
participation."

The lack of concern In the quoted passages for psychologicalas opposed
to physicalharm to subjects is striking, Despite acknowledged ethical prob..
lean:, the guidelines suggest that in "many instances" the "knowledgeable par-
ticipation" of the subject may be unnecessary, Here again, the regulations
fail to provide meaningful guidance to review committees,

3. The Quality of "Informed Consent".Another difficulty which serionEly
undermines the implementation of informed consent has not been dealt with
at all in the DIIFIW policies. It has long been recognized that consent is far
too often obtained in form alone, and not in substance. As the Department
itself admits in its Institutional Guide (t ring Doctor Henry K. Beecher of
Harvard Medical School) : "The informed :ant of the subject, while often
a legal necessity is a goal toward whict I must strive, but hardly ever
achieve except in the simplest cases.""

For as Doctor Beecher Naas written elsewhere, "Lay subjects, sick or well,
are not likely to understand the full implications of complicated procedures,
even after careful explanation.""

Bven with the best of intentions, investigators may fail to "get through" to
their subjects for a variety of reasons. The subjects themselves may have
great difficulty in understanding or little interest in knowing the nuances of
what: the investigator tries to explain to theta. As Senator Hubert Humphrey
recently lamented in response to the Tuskegee Syphilis Study

"Who are the People who have been the subjects of medical experiment?
The clear and shocking Implications of the most recently revealed experiments
indicate that the powerless, the poor, the least educated, and members of
minority groups are the likeliest human guinea pigs.

"It is those who cannot understand_ what is being done to them that con-
stitute by far the largest numbers among human experimentation subjects."'

Moreover, the circumstances in which consent is sought way foster or hinder
an informed and voluntary decision, The subject may be under stress or dis-
tracted by other pressing concerns. For example, he may be a patient, desper-
ately hoping for successful treatment of his condition, whose judgment is
distorted by the natural tendency to grasp at any straw in reach. The likeli-
hood of this result is magnified by the profound dependence which many
patients develop on their attending physicians, who are often responsible for
obtaining consent. Indeed, however wrongly, the patient m "y well fear that his
refusal to consent to experimental treatment will anger his physician and
deprive butt of adequate medical care.

Lastly, the investigator himself may fair to describe his own research ob-
jectivelY, or unwittingly create subtle pressures- on a subject to consent. To
suggest this is not to deny the integrity of the researcher, but only to acknowl-
edge the reality of investigators' bins toward their work. Their scientific
curiosity and excitement make it difficult for them to take a detached view
of the research they wish to conduct with their subjects.
D. Continuing Rivicie

Although extratnttral research projects supported by MEW grants or
entraets must be reviewed on it rontinning bask, intramural research activities
of the Public Health Service need not be reviewed again after initial in-
mittee approval, This omission for intramural programs of what the Depart-

Intromurat nidelinex, fowls, footnote 22, at 9.
hhintfitinflai Made, supra, footnote 23, nt 7.
Beecher. Ite4earelt.and the Individual (Little. Brown and Co, (1970)

Cont. Hee. Fl 1,1041 (Sept. n,.1072). Himont! Humphrey's assertion is eArrobo
rated he the recent snub! of researeh praetices conducted ht' Burlier nt, Ia the two
thmtittioils they analymi, they found that studies in which the risks were relatively
WOh in proportion to therapeutic benefits to the Inibjects were "almost twice as likely
s more fit V01111)14, studies to be done using subjects more than threefourths of whom

(were) ward on dio r clinical platen tN," /114 opposed to pHente and/or $401111.Drivatelmtlents,
Moreover, this proportion is not signifiecintly altered when studies in which the risk
evcombc all possible benefits, to the stilt:110s or to medic. t generally are examined: "the
4.,40 Ivornhtio ptiomt (where) still almost twice as likely tm the more favorable to tin
dome timing three.forths or more ward or clinical patients." harbor et at, supra, footnote
3 at 35,
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menritself calls "an essential part of the review process" explains the long
neglect of the Tuskegee Study. Begun long before committee review became a
reality, the Study was not reviewed by any committee until 1969, three years
after Surgeon General Stewart had inaugurated the policy of committee review.
Moreover, the 19U9 review was undertaken at the behest of the principal
investigators themselves, and not as the result of the Public Health Service
review policy. The Tuskegee Study was not reviewed again until this Panel
was appointed. We have been unable to ascertain why intramural research
programs are exempt from the continuing review requirement,

Although DHEW extramural policy does require "continuing review, ". a
better definition of the nature and extent of this obligation is needed. The
present indefinite regulations invite a perfunctory performance of the con-
tinuing review function. Essentially the Department expects that the coin-
mittees" will . . adopt a variety of continuing review mechanisms, They
into' involve systematic review of projects at fixed intervals set by the com-
mittee commensurate with the project's rick, Thus, a project involving an un-
tried procedure may initially reouire reconsideration as each subject completes
his involvement. A highly routine pri Pet inny need no more than annual
review. Routine diagnostic ,.:erviee prc cednres, such as biopsy and autopsy,
which contribute to research and demonstration activities generally require
no more than annual review. Spot cheeks may be used to supplement scheduled
reviews. Actual review may involve interviews with the responsible staff, or
review of written reports and supporting documents and forms. ...i°

Institutional review committees, already overburdened by the task of exam-
ining nil new research projects. are thus also responsible. for reexinnining from

time to titre all ongoing research. If something has to give first, It tends to

he this assignment. Pressed for time, the 'eview committees assume that the
initial review has satisfactorily resolved all existing problems and that a
cursory review is sufficient.
E. fracture and Composition of institutional Comnattees

Institutional review committees are charged with carrying out a number of
distinct. functions, They nye minimd to formulate policies and regulations to
guide the conduct of research at their institutions,' often under the rubric
of protocol review; to communicate these policies to investigators; to administer
the policies they have promulgated through the prior appraingi of research
Proposals. the supervision of the attempt to obtnin consent and the continuing
review of approved research activities; to review the consequences of their
decisions; and to keep informed of MIFIW policy changes and suggestions In
order to reformulate institutional policies and rules when necessay.

In recognition of the variety of tasks which have been delegated to com-
mittees, PHEW policy stresses the composition of committee membership.
In addition to possessing the professional competence to review specific activi-
ties, the committee should be able to determine acceptability of the proposal
in terms of institutional commitments and regulations, applicable lam stand
arils of professional, conduct and practice. and (-Immunity attitudes. The com-
mittee nifty therefore need to include persons whose primary concerns lie in
these swore, rather them 111 the conthict of research, development, and service
Programs of the types supported by minw (emphasis supplied),R1

In carrying ant their functions, the Institutional review committees are
thus also asi/N1 "to determine acceptability of the proposal in terms of . .

applicable law, standards of professional eondnet and practice, and community
attitude." By assigning these tasks to a broadened committee membership,
DIIEW reeegnimes that decision-making in the human experimentation iltneefel
cannot be lef, solely to professionals, but requires the tufetielpotion of Informed
and concerned ton-scientists, who may he laymen, lawyers, clergymen, and
appropriate others, However, the functions of these non-professional Pa Mei-
taints are not spelled out. And flue assumption that they can make their most

Inalltutionat Guide, Anpra, foettInte 23, at 5,
180,1intionat Ruprtt, ftffithotp 28, nt 8-1),

" A10011811 the parent institutions are ehargea by DtillW with the responsibility of
formulating policies to guide institotional review committees, amnia Adininisfratioa
Nome?, gford, fonitmtp 28, g 1.4a-4n, to our knowleop this task fu generally dolegoted
to those eoluthltteem. As we 1111Ve previously described, the harden of formulating pplicy
weighs 11P8vIly nit Meal InNtItIltintls beeitityp the ntitIW Niley is vstliir nod incomplete,

clt Grants Administration Manual, roora, footnote 23, * 1-40-40 (C) (2) (b),
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effective contribution at the administrative stage, when individual protocols
are reviewed, rather than at other stages of the process remains unexamined.
The DREW policies attempt to consolidate all phases of research regulation
formulation of detailed policies, administration of research, and review of
decisions and consequencesin one committee structure. Asking each review
committee to determine far-reaching policies by itself overburdens the review
committee structure, The policy issues which must be resolved with the assist-
ance of lay members are so complex that to require each committee to work
them out by itself is at best inefficient and at worst self-defeating.

It would be more functional and efficient to leave the administration of
research, like the administration of therapeutic interactions between physicians
and patients, primarily in the hands of the professionals, If review committees
were guided by comprehensive policies formulated by a broadly represeniative
body, the review of individual protocols could focus on technical matters, such
as degree of risk, likely benefits, research design, competence of investigators,
safety precautions, and the like. This allocation of authority would help to
reduce the widespread concern among physician-investigators about "meddle-some outsiders."
P, Enforcement

The DHEW guidelines on enforcement are written in perthissive and general
language

"The Division of Research Grants (DRG), NIH, will follow up reports by
reviewers, evaluators, consultants, and staff of the DHEW indicating concern
for the welfare of subjects involved in approved and funded grants. or con-
tracts, and of subjects potentially involved in activities approved but not
funded, and in disapproved proposals, On the basis of these reports and of
other sources of information, the DRG, NIH, may, in collaboration with the
operating agency concerned, correspond with or visit institutions to discuss
correction of any apparent deficiencies in its implementation of the procedures
described in its institutional assurance,

"If, in the judgment of the Secretary, an institution has failed in a material
manner to comply with the terms of this policy with respect. to a particular
DllitiNV grant or contract, he may require that it be terminated in the manner
provided for in applicable grant or procurement regulations, The situation
shall be promptly notified of such finding and of the reason therefor.

"If, in the judgment of the Secretary, an institution fails to discharge its
responsibilities for the protection of the rights and welfare of the individuals
in its cure, whether or not DHEW funds are involved, he may question whether
the institution and the individuals concerned should remain eligible to receive
future DHEW funds for activities involving human subjects. The institution
and individuals concerned shall be promptly notified of-this finding and of thereasons therefor.""

These enforcement guidelines delegate sole responsibility for the detection
of failures to comply to the Division of Research Grants. But staff members
of the DUG are probably the last persons to hear of any infractions once they
have occurred, and then only when, as in the Tuskegee Study, they are of
major proportions. Indeed, no procedures have been established to require
institutional review committees to report to MOM any evidence on noncom-
pliance. 'Moreover, MEW has made no efforts to define categories of non -
compliance"' which should lead to the imposition of sanctions or to specify
different kinds of sanctions which would be imposed in particular cases. Finally,
institutional review committees and DHFIV are not authorized to take disci-
plinary action, except for the Secretary's prerogative to terminate grants or
ninke the Investigator or his institution ineligible to receive future funds.

ropensotion of Subfeet.a
'Misting DI-IFIW policy provides no mechanism for the compensation of

snhjects inortned as a consequence of their participation in research, in spite of
the growing recognition that no matter how careful investigators may be,

ricattfio donteigootioe Homed, Roonca, fnotnete 23. 4 1-40-tin (14).
nppooup ronoirclocot of "cotattmine tovicw' has tint been olnimratcti, corn,

mittens Mongol vos hapharartliy come tu'ross oltlettec of noncompliance.

survivingstraightinc.com



125

harm still will befall some subjects." Unavoidable injury to a. few is the
"cost" of engaging in research which ultimately benefits the many. But unless

the injured individuals can prove carelessness, failure to obtain informed
consent, or actual malice, their participation bars recovery for the harm done
to them, Those subjects whose injury does result front negligence are faced

with the usual difficulties and uncertainties inherent in a law suit. For his
part, any investigator who is sued as a result of his research may find that
his ordinary malpractice Insurance does not cover medical research." If it
does notand the question is as yet unsettledthe personal liability of the
investigator can be substantial. In addition, the economic vulnerability of

subject and investigator adds to society's uneasiness about human experimen-
tation, and may deter some liersons from engaging in research activities.

H. Applicability of DHEW Policies
The ',HEW guidelines quite appropriately were formulated for research

grants and contracts to be funded by the Department. While much research
in this country is supported by MEW funds, a great deal of research is also
funded or conducted by other Federal agencies, such as the Department of
Defense." Additionally, many research activities receive no Federal support.
Is there any justification for permitting less stringent protective controls for
human experimenation supported by other governmental agencies, private foun-
dations, or other private sources than for %research conducted or supported by
DHF,W?" Since a major restructuring in existing policies is necessary, we
believe that serious consideration should be given to developing, through Con-
gressional action, rules and procedures which apply to the entire human
research enternrise without reference to the source of funding. A tentative
step in this direction has already been taken by DHBW. Its enforcement section
provides for the discontinuation of funds to any institution which has failed
"to discharge its responsibilities for the protection of the rights and welfare of
the individuals in its care, uhether or not DHEW funds are 'involved." If
it is concluded, however, that such broad coverage is beyond the power of
Congress. then Congress should at least act to bring all federally funded re-
search within a comprehensive regulatory framework.

When this is done, the existing anomaly in the applicability of DHEW
policies should be corrected. We refer to the different policies described earlier
which govern intramural and extramural research. We can find no justification
for differential protection of subjects on this basis. Moreover. the conduct of
human research by DREW employees and under the Department's aegis lends
additional support to our call for an independent Government body to oversee
all research. For to expect DHEW to scrutinise and judge its own activities
as critically and strictly as it supervises outside research projects is arguably
Unrealistic and unnecessarily strains internal Departmental relationships.

V. RF.COMMENnATIoNS
A. Preface

Before turning to our Specific recommendations we would like to anticipate
three possible criticisms of our proposals. First, the argument may be advanced
that any regulation of human research is an unwarranted infringement of ibe
"freedom of inquiry." But freedom of incutiry is only one facet of freedom in

pt See Ladlmer. "Protection find Compensation tor Intim. in Buirion Studies." To
E.rocrimentutiou MTh. lumen Subjects (Paul A. Freund, ed,) 247, (George Brazitler,
1970) thereinafter badimer).

" $4P1, brifibner, Rilra, footnote 54 at 2ti1.
gd Par doenmen to thin of the 'mitten research ennalleted by the timed services, see the

teelmlotive Reference Service's report "Ntedleol Ibtperhnentetion on Bunion Beings, March
1987." nineed In the Congressionol Retard by Senator Joech Jitvits, 118 Cong. Roe. S.
187S9. 1379345 (August 17, 1972). The report states! "There is very little informa-
tion ovolloble on the number mot types of militory persons who serve its subjects in
research, Intuitively optimised, however, the number of topics and of human subjects
most be large," 118 Cong. nee, A. 18793,

41 Barber et 0(,, found that in of the institutions they surveyed sonic clinical
research wog net reviewed by an institutional emtimittee. Moreover, fifi% of these limn-
halting were !oedipal schoola, "the type of institutional setting most productive of bin,
nuvlirnl Investigations using Minion subjeets." They concluded that "a perhaps significant
volume Of human research is still not subject to review by peer review et.mmittees,"
Barber ct at supra. footnote 8, tit 149,

49 Chants Administration Manual, fupra, footnote 28, §1 -4040 (10.
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general, When scientists use other human beings as subjects of experimenta-
tion and in so doing jeopardize their rights and welfare, the scientists' free-
dom of inquiry clashes headon with the right of every individual in our society
to personal autonomy. Therefore, society must retain the right to define and
limit the human costs it is willing to bear in order to benefit front advances
of knowledge.

Second, whenever it is suggested that representatives of society at large
participate in decision-making of significance to both science and society,
concerns about the intrusion of "outsiders" in the domain of professionals are
vliced. This position was forcefully expressed by Dr. Owen W. Wangensteen
in a letter to Senator Walter F. Mondale prior, to congressional hearings in
1908 on a proposed Commission to study the social and ethical problems raised
by biomedical advances.

"Senator, I would urge you with all the strength I can muster to leave this
subject to the conscionable people In the profession who are struggling valiantly
to advance medicine. We are living through an era in which the innovator is
often under suspicion, being second-guessed by self-appointed arbiters more
versed in the art of criticism than in the subject under scrutiny. We need to
hike great care lest the wells of creativity and the spring of the mind ofthose who break with tradition are not manacled by well-intentioned but
meddlesome intruders.

"I would urge you to leave these matters In the hand of their proponents,
the persons who are actually doing the work. They know more about all thistitan any of us possibly could. They have wrestled with the problem day and
night, almost invariably over many years. Theirs are not overnight judgments
or convictions. In the academic community in which I have worked and spent
my entire professional life of almost 50 years, you will find as warm, sympa-
thetic human beings as are to be found on this earth. . . .

"It Is important that we look back as well us forward. To have no concern
for history is tantamount to having a physician with total amnesia. If we
leave this matter alone, it will simmer down. Discussion should not be
restrained, but legislative action, never." "

We appreciate Dr. Wtuigensteen's fears, which have been echoed by others.
But not all intrusions by "outsiders" into medical decision-making are viewed
by the profession as unwarranted interferences with the practice of medicine.
Authorized representatives of society have the right to circumscribe some
activities of professionals and this has been accepted; for example, the dis-
cretion of physicians to commit patients against their will or to eseribe
addictive drugs is limited. Thus, the pertinent questions are under what
circumstances, to what extent. and by what means should the activities of the
medical professional he controlled?

We have already mentioned that the human research decision-making process
can be divided into three functionally distinct stages: the formulation, of
research policies, the administration of research. and the reticle of research
decisions and their CMISP(111PIICPS. The participation of "outsiders" which Is
to say, of persons deemed capable of representing the interests of society in
the proper conduct of researchIs highly desirable in the formulation and
review stages, Such decisions as the allocation of resources for research, the
extent of hazardous experimentation, the degree of respect to he shown for
the autonomy of research subjects. and the extent of the participation of
children, prisoners, members of minority groups, and other captive or disad-
vantaged persons in research, are of momentous consequence to society nee
well as to science. These decisions implicate general social policies and must not
be left to the sole discretion of scientists.

Nonetheless. we agree that the often expressed fear of interference by lay-
men with the immediate clinical research decisions which physician-investigators
HMO: make has merit, flowerer; we believe that the two positions can be
reconciled. Once satisfactory rttleS and procedures for the protection of human
subjects have been formulated and research Pretences are adermately reviewed
by "Insiders" and "outsiders," society should feel safe in leaving the actual
administration of research and therapy to phystclan-investigators within the

89 Warbles on NJ. Rea, 1411 before the Pubcolemittes on florernincot Research of the
senate Committee on C/oveinonent Operattono, 130th Cong., 24 SM. 98 -09 (1008),
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restraints imposed by peer review (through the already established institu-
tional review committees).

Current DI-IBW policies fail to identify the different stages in the regulation
of research. Instead, institutional review committees are charged with formu-
lating policies, administering policies, and evaluating the consequences of their
decisions, Taken together these tasks are too burdensome for such committees.
Moreover, because theSe committees must formulate policy and evaluate deci-
sions, the demand for outsiders to sit on them has intensified, justifying the
fear of interference in professional day-to-day decision-making by persons not
qualified to do so. Our recommendations seek to reverse this development by
confining the role of the institutional committees largely to the implementation
of policies already adequately formulated by others.

A third criticism may be leveled against our recommendation that a National
Human Investigation Board be established to oversee human experimentation.
Some may fear that this Board will promulgate such detailed rules and
impose so many legal duties that progress in research and innovation in treat-
ment will be seriously impaired. The danger of cumbersome bureaucracy can-
not be lightly dismissed and every effort must be made to avert it." At the
same time we doubt that society, if properly informed, would tolerate any
serious impediments to the acquisition of knowledge, for the pervasive and
compelling desire to benefit from advances in medicine should counteract any
tendency to stifle research.

A national Board to regulate human research is needed fa: many reasons.
Ow' central group should be responsible for formulating polic,, instead of the
many different Federal agencies and the hundreds of individual review coin-
mittees which, as we have argued, cannot be expected to asstme this complex
task. Moreover, "outsiders" who could represent and protect individual and
societal values and interests could then be included in policy formulation and
review, where they are most needed, without thereby hindering physician-
investigators in their professional decision-making. The national Board would
Provide a forum in which the competing interests of science and society could
be debated openly before authoritative decisions are made.

National Human Investigation Board
A permanent Govermnental agency, to be called the National Human Inves-

tigation Board (NHIB), should be established to oversee at a minimum. all
Federally-supported research involving human subjects. The jurisdiction of
this Board should extend to all extramural and intramural research sponsored
by DHEIW (including human research currently governed by FDA regula-
tions) as well as to research supported by Government agencies other than
DH W, such as the Department of Defense. Ideally, the authority of this
Board should also extend to all human research activities, even if not Federally
supported. However, despite its apparent merits, such a sweeping proposal
may raise insurmountable jurisdictional problems. We leave it to others to
determine whether Congressional authority to regulate research may encompass
investigations not conducted or financed by the Federal Government.'

The primary function of the NHIll would be to formulate policies and pro-
cedures to govern research with human beings. For this reason the Board
must include, in addition to eminent medical and other professional researchers,
lay members who can represent the interests of society in the ethical conduct
of research with human subjects. Such lay members should be selected for
their ability to make disinterested judgments about research issues of societal
concern. Because medical and other research professionals have been trained to
pursue other goals, they should not be expected to shoulder the added burden
of speaking for the concerns of society.

Senator Hubert Humphrey has called for the establishment of a National.
....011.11111.1.011.

'' Another commonly expressed fear Is that detailed regulations may adversely affect
the wellbeing of potion tsubjects because the physician -investigator's authority to inter-,
venc atileblY, whenever his professional Judgment dictates it, is unduly restricted. nut
discretionary authority mast of course he deleunted to physician-investigators in the
exercise of purely professional indgments regarding their patient's health,

PI Senator Jacob ;NOM has also recently introduced a bin, In response to the Tuskegee
Study, for the protection of research subjects. 5, 805t, 02d Cong. 2d Secs, Flowerer. this
proposed amendment to the Public lienitb Service Act is in essence simply n statutory
enactment of current MIMI/ reguitaious. Ae we have argued, more than this is needed
for the protection of research subjects.
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Human Experimentation Standards Board which in some respects resembles
the Board we propose. His bill " provides as follows

Sec. (2) (a) There is hereby established, as an independent agencyin the executive branch, a National Human Experimentation Standards
Board (hereinafter referred to ns the "Board "),

(b) The Board shall be composed of 5 members to be appointed by
the President by and with the advice and consent of the Senate from
among individuals who by virtue of their service, experience, or education
are especially qualified to serve on the Board....

(3d) Members should be chosen from persons who are representative
of the fields associated anti eoncerned with clinical investions.

44
*

See. 5. (a) It shall be the function of the Board to
(1) establish guidelines for the involvement of human beings in medical

experiments which are funded in whole or in part with Federal funds;
(2) review all planned medical experiments that involve human beingswhich are funded in whole or in part with Federal funds to determine itthe guidelines established under paragraph (1) are being complied with ;(3) obtain an injunction to prevent such experimentation in a casewhere such experiments are found not to comply with established guide-lines; and
(4) prepare and submit an annual report to the President, for trans-

mittal to the Congress recommending legislation, if required, and detailing
the performance of the Board during the preceding year.

Senator Humphrey's bill assigns to his Board policy making, administrative
and review powers. We believe that some of these functions should not be
delegated entirely to the. NHIB and that those functions which the NHIB
should be given must be spelled out in greater detail. Senator Humphrey's bill
also does not provide for the continuation of the institutional review committeesystem, We believe that institutional review committees should he maintained,
although in modified form, We now turn to a discussion of the functions of the
N1118 and institutional committees in the formulation, administration and
review of policies for human research.

1. Formulation, of Po/lothThe National Human Investigation Board must
establish guidelines for the conduct of research with human beings with respect
to such matters as ;

a. Selection of SubjectsThe Board must formulate criteria for the selectionot subjects. It will have to reexamine the contemporary research practice 'of
choosing subjects from the less educated, disadvantaged, or captive groups
within society. In doing so, the Board will have to confront many questions.
For example, should every effort be made, consistent with research objectives,
to obtain n subject sample which represents a cross-section of the population
at large? Or should subjects first be selected from among the best educated
before turning to the less PCMCIlted. since the former are more capable of
giving "informed consent"? Now should the recruitment of subjects be effectu-
nted to implement whatever rules for their selection are adopted? Under what
circumstances should nen-comprehending subjects such as children or severelymentally disturbed individuals, nr captive subjects such as prisoners or other
institutionalized persons, he barred from participating in research?

b. Ambit of Informed ConsentThe Board must not only formulate the
overall criteria of informed consent but must also xpecify the circumstances inwhich the consent requirement can he modified, and to what extent, in order
to necomplish important research objectives. In doing so. the Board will have
to find answers to Mach policy questinns ns : Under what circumstances can
what benefits to individuals or society justify modifications in the informed
enngpnt requiretnent? Should certain groups or potential subjects be excluded
from parttelpating in research nr high -rick investigations be prescribed unless
informed consent can be nlitnined? When is third party consent permissible,
and what safeguards should he introduced whenever the consent of a third

" S . 3951. 92d Cong.. 2d seas.

164

survivingstraightinc.com



BEST COPY AVAILABLE
129

party is invoked? The Board may have to promulgate separate guidelines for
the conduct of investigations which are predicated on the absence of informed
consent, such as placebo, double blind, deception and secret observation studies.
The latter two procedures are employed by sociologists and psychologists on
such an extensive and repetitive scale, and constitute such a significant ex-
ception to the general requirement of informed consent, that serious considera-
tion should be given to restricting their use.

This may be an appropriate place to introduce a note of caution. The policies
we have in mind cannot be formulated overnight or without serious study of
the problems inherent in this field. An example from the literature on informed
consent illustrates this point. It has traditionally been assumed that the
consent requirements should be more stringent in research with "healthy"
volunteers than with patients. This assumption ought to be reexamined. Per-
haps, as Alexander Capron has written :

". , higher requirements for informed consent should be imposed in therapy
than in investigation, particularly when an element of honest experimentation
is joined with the therapy, The 'normal volunteer' solicited for an experiment
is in a good position to consider the physical, psychological and monetary
risks and benefits to him inconsenting to participate. How much harder that
is for the patient to whom an experimental technique is offered during a
course of treatment. The man proposing the experiment is one to whom the
patient may be deeply indebted (emotionally as well as financially) for past
care and on whom he is probably dependent for his future well-being; the
procedure may be offered, despite its unknown qualities, because more con-
ventional modalities have proved ineffective."'"

Finally, more attention must be given to the nature and quality of the
interactions between investigator and subject if the ensuing consent is to be
truly informed and voluntary. In this connection, consideration should also be
given to make an adviser available to a subject whenever he thinks that his
decision to participate or not might benefit from disinterested advice.'' The
authority and obligations of such advisers must be carefully defined and, as
we have said repeatedly, with regard to policy formulation, cannot be left to
each individual research committee to work out.

c. Definition of "Research"To clarify the jurisdiction of the Board and
of the institutional review committees, distinctions must be made between
"research" activities and "accepted and established procedure." We have
pointed out already that the borderline between research and therapy is difficult
to draw, Physician-investigators have often wittingly or unwittingly added to
the obfuscation by calling some investigations "therapy" in order to escape
the obligations which the research designation entails, Such practices diminish
the protection afforded subjects, and also undermine the scientific validity of
the results of such investigations, because they were not established in carefully
controlled clinical trails.

d. Application of Risk-Benefit CriteriaWe have already suggested that the
risk-benefit equation is one of the most difficult guidelines to implement. To
evaluate risk taking, distinctions must he made between research designed to
benefit its participants and thoge which may benefit society at large. With
respect to societal benefits, answers will have to he found to such crucial
questions as : Do even minimal risks from participation require an intensive
scrutiny of the benefits to be derived from the study or should "minimal"
risks, however defined, be exempted from this burdensome requirement? How
often can risky experiments be repeated for the sake of verification, if results
have already been reported in the literature? Must certain groups, such as
children and mentally defective subjects, he excluded from all risky studies
that are not designed to benefit them? When the risks and benefits of thera-
peutic measures are Unknown, as in all first clinical trials of a new drug,
should the tests be randomized with a limited number of patients in order to
ascertain a scientifically valid estimate of effectiveness? In research with
socalled normal volunteers or other subjects who are able to give a satis-
factory consent, can greater risks be taken than a weighing of risks
against benefits would in general permit? Should dying patients who are

t3 Ca prom "The T,nw of flenetle Therapy." in The New heneties and the Future of
Mon, M. Hamilton, eft (tlerdtmitia Pub. co., 11)72).

01We elaborate upon this recommendation infra, pp. 44 ff. .
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willing to participate in risky experiments be exempted from thd rule that
no experiments are to be conducted which might hasten death?

e. Promulgation of a Compensation SchemeAn insurance plan should be
devised and implemented for the compensation of subjects harmed as a conse-
quence of their participation in research activities. Though many 'schemes for
compensating subjects deserve consideration, we mention one which we believe
has substantial merit: "no fault" clinical research insurance paid for by each
institution sponsoring research. Subjects would be compensated for any in-
jukes consequences of their participation in research whether or not caused
by the fault of the investigator. This plau would provide full protection for
subjects and relieve investigators of the threat of liability. As to cost, one
of the principal promoters of research insurance, Irving Ladimer, has asserted
that:

". it is unlikely that the costs will be great, probably a small fraction of
customary malpractice premiums. First, there are few compensable occurrences
within responsible research institutions, where most of the studies are con-
ducted. Second, the assumption of medical care, most likely at the sponsor's
Premises, will reduce such costs. Third, the adoption of such a system should
tend to improve prior protection, controls, and research design; this is espe-
cially true for studies approved by research review committees. Fourth, the
spirit and philosophy of this form, which should be fully explained in advance
in discussions with participants, should serve to diminish rather than induce
any questionable claims," "

The cost of the insurance would probably vary directly with institutional
safety records and thus might provide an additional impetus to careful consider-
ation of researeh proposals. Guido Calabresi has called attention to this possi-
bility:

. Requiring compensation of injured subjects causes the full cost of re-
search in humans to be placed on the research center. Accordingly, approval
by the center of a particular experiment will require conscious consideration
not only of the possible payoff (either in market or scientific terms), but also
of the risks, converted to money, that the project entails. This may not deter
many experiments, but it may cause those involved in the most risky or
least useful ones to consider carefully whether the experiment is worth it,
whether it is best done by those who propose to do it, and whether there is an
alternative, and safer, way of obtaining approximately the same results. It
may well be that all these considerations are already firmly in the minds of the
experimenters. If so, nothing is changed by requiring compensation. But if re-
searcherslike auto makers, coal mine owners and the rest of mankind
tend to consider costs and benefits a bit more carefully' when money is involved,
a useful added control device will have been imposed." "

If "no fault" research insurance, or any other mechanism, is adopted as a
device for compensating subjects, regulations will have to he established for
adjudicating disputes over such matters as causationwhether the worsened
condition of the subject was caused by the research in which he participated or
whether it was merely the inevitable outcome of the subject's particular illness
or the amount of compensation, Similarly, the NHIB will have to work out
procedures for implementing whatever comnensation scheme is adopted.

f; Promulgation of SanctionsSenator Humphrey's bill authorized his Board
"to obtain an injunction to prevent , oxperimentation in a case where , .

experiments are found not to comply with established guidelines." Though the
promulgation of sanctions raises many sensitive issues, more is needed than has
been provided in Senator Hu ohrey's bill, Other sanctions tailored to specific
violations of the policies governing research are required. For example, an
investigator's failure to submit a protocol for review, his departure from an
approved researeh protocol or a review committee's failure to follow its estab-
lished procedures might in some circumstances justify suspension of further
Federal funding of the investigator or the sponsoring institution,

It is beyond the scope of this report to detail the offenses which should lead
to the invocation of sanctions, the particular penalties which should be im-
posed, r the procedures which must be followed to satisfy due process require-
ments, We also leave open the question of whothe National Human Investiga-

vs Punster, gspra, footnote 84, at 239.

3118
C(1ulabrpst, "Reflections on Medical Experimentation in Humans," 08 Daedalus 387,

96911
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tion Board or Congressshould promulgate the regulations which will govern
the imposition of sanctions.

g. Delegation Of Authority to Administer and Review the Research Process
The National Human Investigation Board must also promulgate rules and
procedures for the administration and review of the human research process.
We now turn to these issues under their appropriate headings.

2. Administration of Research. --n. Institutional Human Investigation Com-
mitteesOnce adequate research policies have been formulated by a broadly
representative body, "outsiders" should intervene as little as possible in the
administration of those policies. For when research policies are put into meet,
limitations imposed by colleagues are better tolerated by investigators than
restrictions imposed by outsiders, The administration of research should there-
fore be performed principally by researchers' professional peers sitting on in-
stitutional review committees. Thus we seek to reverse the trend" toward out-
skier membership on institutional review conunittees and outsider interference
with day-to-day professional decision-making. In our proposed restructuring of
institutional review committees, we have sought. to restrict the participation
of outsiders to those areas where they have the most to contribute.

Senator Humphrey's bill does not specify the status of the institutional re-
view committees which are not required by DHEW. The advantages of institu-
tional committees are numerous, and we propose that they be retained, though
with redefined functions. Among other things, administration at the institu-
tional level simplifies the task of prior review of research protocols; permits
closer .scrutiny of research activities; encourages investigator involvement in
and respect for the problems of ethical research ; enables different institu-
tions to deal with complex new problems from different vantage points, and
facilitates responsiveness to difficulties in the research process as they arise.
Instead of eliminating institutional committees, they should be restructured to
enable them to perform their functions better than they now do.

We recommend the creation of a structured institutional body, to be called
the Institutional Human Investigation Committee (IHIC), in place of the
existing unspecialized institutional review committee. each institution which
is subject to the jurisdiction of the NHIB would be required to provide written
assurance to the NHIB that it had appointed an IMO. This would be similar
to current practice which requires institutions to negotiate assurances with the
NIH's Division of Research Grants .° As outlined below, each IHIC would be
responsible for the conduct of research in its institution, and would be required
to file with the NHIB its plans for carrying out the responsibility. Thus the
NHIB would pass on the suitability of the IHIC membership, local policies, and
fidministrative procedures, and NHIB approval would be required before Fed-
erally funded research ° could be conducted at the institution .1°

HBO members should be appointed by their institutius to serve for a period
of years, so as to accumulate expertise in the problem of human experimenta-
tion. The membership should represent a crosssection of the disciplines in-
volved in research at the institution. It ought also to include a few "outsiders,"
who can make a valuable contribution to the supervision of the consent process,
as described below.

The main functions of each IHIC would be : to establish local policies, consist-
ent with the uniform national guidelines promulgated by the NHIB, which are
responsive to the individualized needs of the institution, to bring to the atten-
tion of the NHIB any procedural modifications deemed necessary for effective
functioning; to inform local participants in the research enterprise of their

oCurrent OHM regulations suggest. and PIA regulations require, that outsiders be

meothers ,of institutional review committees. See firantit Adminintratieu Manuel, supra,
footnote 23. I 1-40-40 (C) (2) (b) ; 21 ern § 130,3 ; 30 Fa !leg, 5037, 5038 (March

17. 1971) .
"Sett AdoUnletration Manual., mown, footnote 23. I 1-40-40 (A) :

assurence shall embody it statement of compliance with MEW requirements for
WHO and continuing committee review of the supported activities: a set of implementing,
guidelines, including identification of the committee; and it description of its review
procedures , ,

00 or en researchsee supra, p. 89,
on It should be opted that, as in present DIIVISV policy. different requirements might

he established for Institutions "having a significant number of concurrent" research
projects end for institutions sponsoring only ono. or a limited number, of such projects.
See firantm Admisistenton. Manual, suture, footnote 23. 1 1-40-40 (II). (C.% and (13).
The description of the mic presented in our report hereinafter is for an institution
with n number of resenrch activities.
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rights and obligatiomm; and to establish two subcommittees to carry out its ad-
ministrative functionsa Protocol Review Group and a Subject Advisory
Group. Although the membership of the subcommittees should be drawn largely
from the IHIC, these subcommittees could also include others associated with
the institution, Our recommendations regarding the two subcommittees are
modeled on a similar proposal recently advanced by Jay Katz and Alexander
Capron in a somewhat different context, and in what follows we quote from
the draft document they have prepared.

b. Protocol Review GroupsThe heart of IHIC's will be their Protocol Re-
view Groups (PRO) which will be responsible for approving, disapproving or
offering suggestions for modification in protocols for experimental and them-
pentle interventions which come within the policies on risk and consent formu-
lated earlier in the process. The PRG's task is to apply the rules and policies
already set down, but this should not be a matter of "clockwork" or lucre rou-
tine. Realistically, it is unlikely that even if policy formulation proceeded with
much more rigor (as we urge) it will result in directives that settle all issues
faced by the PRG's. This does not suggest, however, that Protocol Review
Groups set policies themselves, though these rules may give them some discre-
tion in light of local Institutional conditions and so as to permit experimenta-
tion with a variety at alternative policies which are still emisistent with the
general directives. This sort of flexibility is vital if the PRG's are to operate
effectively and secure the services of thoughtful, devoted members,

Membership In the Protocol Review Group should consist primarily of pro-
fessionals with competence in biomedicine. This reflects the committee's func-
tion, which is, to scrutinize protocols in light of the policy guidelines and direc-
tives, to evaluate whether the procedure should be undertaken, and to give ad-
vice to the physicians and scientists involved. In most hrif-Inces these group
members will be members of the university or research center's staff and fac-
ulty, but when the presence of more than-one institution in a locality permits
it, the crossfertilization of having some people from one center serve on anoth-
er's PUG would probably be advisable. Such an arrangement would provide
"outsiders" in the sense of people .free of the personal ties and biases of the
institution's own employees, while maintaining the biomedical expertise that
should characterize "insiders," 101

c. Subject Advisory GroupsKatz and Capron also propose "the establish-
ment of Subject Advisory Groups (SAG) to aid patient-subjects in decision-
making.' We do not lightly suggest the creation of another subgroup within
the IHIC, since we have no desire to overburden the process With excessive
bureaucracy. But, as we have emphasized, present procedures for obtaining
comment are concerned with form to the neglect of substance, If informed and
voluntary subject consent is to become a reality in human experimentation,
efforts must focus on improving the quality of the communications between
investigator and subject. We therefore endorse the Katz and Capron proposal
that an adviser be made available to counsel any prospective'snbject who thinks
his decision to participate or not might benefit from disinterested advice, "Not
all patient-subjects luny wish to seek out representatives of the Subject Advi-
sory Group, for some may be satisfied with the information obtained from physi-
cian-investigators. But patient-subjects should be well apprised of the avail-
ability of these representatives prior to their participation in projects which
have to be submitted to the PRG because of the risk involved or because of the
problems anticipated with obtaining valid consent, Patient-subjects may also
wish to avail themselves of the SAG's services when they begin to wonder
whether continuation of the intervention is worth the pain and suffering they
have to endure. At such times the Subject Advisory Group assumes the impor.
taint function of administering the procedures formulated for the termination
of experimental treattnents."1°3

The SAG should also aid investigators in developing fair methods of obtain-
ing consent, and in avoiding inadvertent bias or coercion when seeking consent.
It ought to go without saying that , (c) renting an opportunity for someone
in addition to physician-investigators to talk with patient-subjects does not
suggest a lack of trust in the investigators' integrity, rather it recognizes the
reality that investigators cannot help but plead, however unconsciously, their

it /MO OW CapPOti) cups, footnote 18,
1^4 Mir/.
itd
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interests in the researcu and therefore must find it difficult fully to safeguard
the interests of their subjects."

Because the work of the SAG would be restricted to issues relating to coif-
sent, laymen could make a significant contribution in this subcommittee. They,
more than professionals, would appreciate the difficulties prospective subjects
might have when faced with an invitation to participate in research. And po-
tential subjects might be less overawed in interactions with their peers, than
in interactions with physicians.

d. AppealsFrom time to time disagreements will arise between investigators
and the Protocol Review Groups, No opportunity for appeal from an adverse
institutional review committee ruling exists at present, and committees can cut
investigators off from Federal funding without possibility of reconsideration.
This may not only hinder the acquisition of knowledge; it may also undermine
the legitimacy of peer review. Barber et al. have written:

"We have heard researchers object to peer review as they know or under-
stand it because they believe that research proposals having real potential for
medical scientific advances, or even 'pioneering breakthroughs,' frequently
either are not or will not be approved by those who sit on Institutional review
committees. The reasons for these rejections they are especially concerned
about do not involve the ethical defectiveness of the proposals. Rather they
include local institutional politics and conflicts as well as resistance to Irmo-
vations just because they depart from accustomed ways of scientific thinking
and proceeding . (T)o forestall rejections of this kind, the biomedical com-
munity may have to go beyond the establishment of local appeal procedures by
institutions. Perhaps what is necessary is the establishment of a hierarchy of
'courts of appeal' throughout the nation, culminating, as a final resort, in a
'supreme court' composed of eminent peers including both 'insiders' and 'out-
siders' with respect to any field. Such a system might be the best safeguard
available against the object of these concernsunjustified hindrance of medical
progress by the peer review process," "G

Procedures should be established for appeals to the National Human Inves-
tigation Board.'" After a hearing of the controversy, the NUM should be
empowered to sustain or overrule the judgment of the Protocol Review Group.

Since the NHIB has a role to play in the administration of research, it must
employ expert staff to evaluate research protocols and to prepare detailed find-
ings. This staff would take over the reviewing function currently handled by
DIIEW study groups. However, it is beyond the scope of this report to set
forth all the specific functions which the NHIB should assume. In particular,
we have refrained from deciding how many of the protocols approved by the
PRG's should be reviewed again by the NIIIB. Though a certain number will
have to be examined in order to provide the NFIIB with sufficient information
to carry out its most important functionpolicy formulation .it may not he
necessary to review all protocols a second time. This would be a time consuming
task.

a Review of Decisions and, Consequences,The NIIIB must create mecha-
nisms for the overall review of the !Inman experimentation process in order to
assess the continuing efficacy of its own policies and of the institutional peer
grotto review. Thus, the Board has to keep itself informed about ongoing re-
search practices, and a number of already existing resources would facilitate
this task: scientific journals which publish research studies, legal cases in
which conflicting claims about research have been brought before courts, news-
paper accounts (such as the initial reports of the Tuskegee Syphilis Study),
reports from Institutional Human Investigation Committees, ete.1"

0 Ibid.
ton hamar at at.. supra, footnote R. nt 150-157. (footnote omitted).
1^4IITIC's might Wan find it npproprinte to establish an internal appeals procedure. This

would he more convenient than, and would sometimes obviate the need for, appeals to
the nationalto The NUM might consider inviting othrsfor example, editors of scientific journals
to submit for review studies which raise ethical questions, Editorial boards should
welcome such nn opportunity, particularly in the light of the recent debate about the
puldientIon of ankles based on "unethiettl" research. Some commentators have favored
nonpoldiention, while others here felt that "Mitch an editorial policy would maintain
the low visibility of unethien1 experimentation and preclude not only review but also
cnreful nod constant appraisal of the conflicting values inherent in experimentation."
(Kats. "HI man Experimentation," 275 New En g, 3, of Med. '700 (1900)). Journal cen-
sorship creates difficult problems, If editorial boards could he assured that violations
of "ethienl" practice would he dealt with by an tutthorised hotly, they might prefer to
enll them to the 'Mention of the NR113 and judge acceptability of articles out the basis
of scientific merits,

88-744-74----10
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The NIIIB must also establish rules and procedures for the direct review
by IHIC's and by Mill staff members of ongoing previously approved research
Projects. The current requirement of systematic review of all projects at fixed
intervals is burdensome and inefficient and encourages perfunctory review.
Instead of requiring continuing review of all research projects on a routine
basis, it would reduce the burden on IHIC's and maximize the effectiveness of
continuing review if investigators were asked to report immediately any con-
templated or necessary deviations from approved research protocols, all incon-
veniences and injuries suffered by any subjects which has not been anticipated
in the original protocol, or any medical advances which might benefit subjects
and which has not been anticipated in the original protocol, Moreover, periodic
"spot cheeks" of selected interventions which are now discretionary should be
made a requirement. It is apparent that some approved research projects are
carried out improperly, For example, in a recent study involving subjects sub-,
sequent to their participation in a medical research project which had been ap-
proved by an institutional review committee, an interviewer found that
"(m)ost of these subjects, learned of tlu existence of the study during the inter-
views done for my research. Second, many more subjects (the exact number
awaits further analysis), while aware of the research, had significant gaps in
their understanding of the project and consented on a more or less uninformed
basis. These included women who had no knowledge of whether there were
alternatives to participation, women who did not know of the double-blind
nature of the study (it was not part of the research design to withhold this
information), and women who were not aware of the fetal monitoring proce-
dures and extra blood samples required by the research. Others were not aware
beforehand that their consent to have the baby observed would be sought by
It separate researcher."'"

Spot cheeks would determine the extent of noncompliance with existing pro-
cedures. Should the checks reveal widespread noncompliance, then remedial
steps could be taken, such as better education of physician-investigators abut
their responsibilities, more careful evaluation of protocols, or routine monitor-
ing of all research activities for a period of time,

The NHIB should also invite the IHIC's to submit their most difficult deci-
sions for an evaluation. Significant cases, including the original PRO rulings
and the subsequent NHIB opinions, should be published to give direction to the
deliberation of local committees, to provide material for scholarly analysis, and
to foster and sustain public awareness of the issues raised by human exper-
imentation, Indeed, all important decisions rendered at the local or national
level should be published and preserved in easily accessible form. These cases
would serve as precedents for future opinions. Thus publication would be a
first step toward the case-by-case development of sound policies for human
experimentation, We regard such a development, analogous to the growth of
the common law, as the best hope for ultimately providing workable standards
for the regulation of the human experimentation process.

Finally, we emphasize again that the review of research decisions and their
conseqUences requires the participation of persons representing a wide variety
of societal interest and should not be limited to members of the biomedical
professions. It is at the policy-formulation and review stages of the human
experimentation process that "outsiders" have an Important role to play by
championing individual and societal rights and interests. Professionals have
been trained to pursue other goals and should not be expected, even if they
could, to shoulder the added burden of speaking for the concerns of society.
C. Educatiott.

Our last reeommendation pertains to the education of investigators, partic
Warty when they are still students, for the responsible practice of human
research in a democratic society, Recently, Senator ;Jacob ,Tavits introduced it
bill"' in the Senate which addresses itself to this problem. The bill "Would au
thorize special project grants for medical schools to develop and operate pro
grams which provide increased emphasis on the ethical, social, moral, and
legal implications of advances in biomedical research and technology,

to (trey, "Sonic Vatterleg of Consent." n prelltninery report (111711 on debt collected
for the matinee beton! thole, reproduced In Kate, Aupeu, footnote 1Z at 060.

974, 03d Cong., 1st Sens.
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"The bill . provides the opportunity for bur Nation's medical schools to
develop the appropriate program curriculums regarding ethical, moral, and
social issues to meet the needthe protection of human subject, at risk in
medical research and improved understanding of the consequences and implica-
tions for the individual and society of the advances in biomedical science- -
and through their own initiative and leadership construct and urpropriate
continuing professional institutional activity to safeguard human subjects in
resell '

Senator Javits referred to the findings of Professor Bernard Barber et at.,
and to document further the need for such an educational effort, we quote
briefly - iother passage from their study

"It is clear from our date that medical schools are presently giving very little
serious attention to these matters in their curriculum, Of the 307 physicians
Interviewed, only 13% reported that they had had a seminar, a lecture or part
of a coui,?. devoted to the issues involved in the use of human subjects in bio-
medical research, and only one researcher said that he had had a complete
course dealing with these Issues. Thirteen per cent of the respondents said that
the issues of research ethics came up when as students they did practicepro-
cedures on one another. and 24% said that they became aware of the issues of
balancing risk of suff, ing against potential benefits when doing experimental
work with animals, Thirty-four per cent remembered discussions with instruc-
tors or other students of the ethical issues involved in specific research project,
which they had read about or learned of in class, But 57% of the physicians
interviewed reported none of these experiences, even those peripheral to work
with humans, such as those involving animal experimentation,"

It has sometimes been asserted that the human subject in experithentation
is best safeguarded "by the presence of an intelligent, informed, conscientious,
compassionate, responsible investigator."' Whatever merit underlies such a
contention, sufficient attention has not been paid by educators in all professional
schools to exploring the responsibilities of the professional toward his patients,
clients, or research subjects, Without training, even a "conscientious" investi-
gator is poorly prepared to deal knowledgeably or systematically with these
problems,

Though in recent years there has been an upsurge in efforts to expose stu-
dents to the issues raised by professional responsibility, considerably more
thought and support must he given to this work, Professional schools must
recruit faculty members who are interested In pursuing the complex problems
created by human research in particular and contemporary professional prac-
tices in general. The task Is not limited to educating students but must ulti-
mately include a re-examination of the entire scope of professional decision-
making,

VI. CONCLUSION

Human experimentation reflects the recurrent societal dilemma of reconciling
respect for human rights and individual dignity with the felt needs of society to
overrule individual autonomy for the common good, Throughout. this report we
have expressed our concern for the lack of attention which has been given to the
protection of the rights and welfare of human subjects in research. Society
can no longer afford to leave the balancing of individual rights against scientific
progress to the scientific community alone, The revelations of the Tuskegee
Syphilis Study once again dramatically confirmed this conclusion,

We offer our far-reaching proposals in the hope that the decision-making
process for human research. will become more open and more effectively regu-
lated, We have amply db lumented the need for implementing tlds most basic
recommendation, Precise rules and efficient procedures, however, are not by
themselves proof against a repetition of Tuskegee, For, however well designed
the system of regulation, the danger of token adherence to ethical standards
and evasion in the guise of flexibility will persist. Ultimately, the spirit in
which an aware society undertakes to use human beings for research ends will
determine the protection Which those human beings will receive, Therefore, we

lip no Cong. nee, g 3114 (Ireb. 22, 1073).
1 Barber et at., awn. footnote 3, at 101,
w Beecher, "Iltliles and Clinical Research," 274 New tine, 3, Med. 1354, 1300 (1000),

1 M "r
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have urged throughout a greater participation by society in the decisions which
affect so many human lives.

Respectfully submitted,
RoNALQ H. BRoWN,
VERNAL CAVE, M.D.,
JEAN L. HARRIS, M.D.,
SEWARD HILTNER, Ph.D., D.D.,
JAY KATZ, M.D.,
JEANNE 0. SINKFoRD, D.D.S., Ph.D.,
FRED SPEAICER,
BARNEY H. WEEKs,
Abstention

BROADUS N. BUTLER, Ph.D.

[Item I.B.41

DRAFT SpEcrAT. POLICY STATEMENT ON THE PROTECTION OP HUMAN SUBJECTS
INVOLVED IN ItEsEARcH, DEVELOPMENT, AND DEMONSTRATION (EXCERPTS)*

Summary

The mission of the Department of Health, Education, and Welfare includes
the improvement of the health of the nation's people through research, devel-
opment, and demonstration activities which at times involve human subjects.
Thus, policies and procedures are required for the protection of subjects on
whose participation these activities depend.

Informed consent is the keystone of the protection of human subjects in-
volved in research, development, and demonstration activities. Certain cate-
gories of persons have limited capacity to consent to their involvement in such
activities. Therefore, as a supplement to DREW policies, special protections
are proposed for dildren, prisoners, and the mentally infirm who are to be
involved in research, development, and demonstration activities.

Agency "Ethical Review I3oards" are to be established to provide rigorous
review of the ethical issues in research, development, and demonstration activ-
ities involving human subjects, in order to make judgments regarding societal
acceptability in relation to scientific value. "Protection Committees" are to be
established by the applicant to provide "supplementary judgment" concerning
the reasonableness and validity of the consent given by, or on behalf of, sub-
jects. The intent of this policy is that institutions which apply for DREW
funds or submit research in fulfillment of DREW regulations, must be in com-
pliance with these special protections, whether or not particular research, de-
velopment, or demonstration activities are Federally financed.

f. embalm/
If the health of children is to he improved, research activities involving their

participation is often essential. Limitation of their capacity to giveinformed
consent, however, requires that certain protections be provided to assure that
scientific importance is weighed against other social values in determining
acceptable risk to children. Therefore, research, development, and demonstra-
tion activities which involve risk to children who participate must a. include
a mechanism for obtaining the consent of children who are 7 years of age or
older ; b. include the applicant's proposal for use of a Protection Committee
which is appropriate to the nature of the activity ; c. be reviewed and ap-
proved, in conformity with present DREW policy, by an Organizational Review
Committee ; and d. be reviewed by the appropriate agency Primary Review
Committee, the Ethical Review Board, and the appropriate secondary review
group.

2. SPECIAL CATEGORIES

a. Plw Abortus.No research, development, or demonstration activity involv-
ing the non-viable abortus shall be conducted which 1. will prolong heart beat

. Received by Constitutional Rights Subcommittee on October 10, 1078.
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and respiration artificially solely for the purpose of research ; 2. will terminate
heart beat and respiration; 3. has not been 'reviewed by the agency Ethical
Review Board; and 4. has not been consented to by the pregnant woman and
by a Protection Committee.

(An abortus having the capacity to sustain heart beat and respiration is in
fact a premature infant, and all regulations governing research on children
apply.)

b. The Fetus in Utero.No research involving pregnant women shall be
conducted unless: 1, Primary Review Groups assure that the activity is not
likely to harm the fetus; 2. the agency Ethical Review Board has reviewed the
activity; 3, a Protection Commitfra. Is operating in a manner approved by the
agency ; and 4. the consent of both prospective legal parents has been obtained,
when reasonably possible.

c. Products of In Vitro Fertilization. --No research involving implantation
of human ova which have been fertilized in vitro shall be approved until the
safety of the technique has been demonstrated as far as possible in sub-human
primates, and the responsibilities of the donor axd recipient "parents" and of
research institutions and personnel have been established. Therefore, no such
research may be conducted without review of the Ethical Review Board and
of a Protection Committee.

3. PRISONERS

Research, development, and demonstration activities involving human sub-
jects often require the participation of normal volunteers. Prisoners may
be especially suitable subjects for such studies, although there are prob-
lems concerning the voluntariness of the consent of normal volunteers who
are confined in institutions. Certain protections are required to compensate for
the diminished autonomy of prisoners in giving voluntary consent. Research,
development, and demonstration activities involving prisoners must: a. include
the applicant's proposal for use of a Protection Committee which is appropriate
to the nature of the activity; b. be reviewed and approved by an Organizational
Review Committee which may already exist in compliance with present DREW
policy or which must be appointed in a manner approved by the appropriate
DREW agency; c. he reviewed by the agency Primary Review Committee; and
d. be conducted in an institution which is accredited by the Secretary of Health,
Education, and Welfare.

4. Tun MENTALLY INFIRM

Insofar as the institutionalized mentally infirm might lack either the
competency or the autonomy (or both) to give informed consent, their participa-
tion in research requires additional protection ;

a. Research, development and demonstration activities involving the mentally
infirm will be limited to investigations concerning (1) diagnosis, etiology or
treatment of the disability from which they suffer, or (2) aspects of institu-
tional life, per 80.

h. Ail research, development and demonstration activities Involving such per-
soils must; 1. include the applicant's assurance that the study can be accom-
plished only with the participation of the mentally infirm ; 2. include the ap-
plicant's proposal for use of a Protection Committee which is appropriate to
the activity ; and 8. be reviewed and approved by' an Organizational Review
Committee, in conformity with present DREW policy.

.......
(item I.D.51

DEPARTMENT or 1-1EA/Int, FIDI/OAT/oN, Arm IVELVAIIII
NATIONAL INSTITUTES or HEALTH

NATIoNAt INSTITUTE or NEUtIoLoDIOAL IMSEASPIS AND STlioltE

Report on the Biomedical Research Aspects of Brain and Aggressive Violent
Bell crier, October 23,1973 (Eveerpts)

,o INTlioDUCT/oN

development and use of biomedical methods for the treatment of behav-
ioral disorders during the past decade has generated discussion in the scien-
tific community about issues of efficacy and safety and about appropriate eri
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teria for their use on humans. Psychosurgery (i.e. : the neurological treatment
of behavioral disorders) more recently has generated public concern about
matters such as informed consent of human subjects in either experimental or
clinical care situations, the criteria for differentiating experimental from din-
ical procedures and the use of neurosurgical methods of treatment on institu-
tionalized persons. The issues have become particularly sensitive with the use
of psychosurgical methods for the treatment of uncontrollable violence and
rage behavior.

In order to provide a background for development of a public policy position
on these matters, the Department of Health, Education, and Welfare (DREW)
asked the National Institute of Neurological Diseases and Stroke (NINDS)
to prepare a Report on the biomedical research aspects of brain and aggres-
sive violent behavior and the National Institute of Mental Health (NIMI1) to
prepare a Report on clinical psy.tos u rge ry.

The NINDS invited forty-eight distinguished leaders in basic science and
clinical research to review and evaluate the scientific literature and available
unpublished data on brain and aggressive behavior, particularly uncontrollable
violence and rage. (Attachment). Their deliberations were divided into four
workshops: (1) neuronnatomical and.neurophysiological studies; (2) blochem- .

ical, endocrine, pharmacological and genetic studies; (3) behavioral studies;
and (4) clinical studies. Although social factors undoubtedly play a role
in the etiology and expression of violent behavior, the workshops were limited
to discussions of the biological, psychological and medical research aspects
of aggressive violent behavior, Workshop participants were asked to document
and evaluate only established facts and to avoid speculation.

The NINDS Report on The Biomedical Research AspectS of Brain and Ag-
gressive Violent. Behavior is divided into two parts Summary and Evalua-
tion of The Biomedical Research Aspects of Brain and Aggressive 'Violent
Behavior; II, Recommendations on Public Policy and DREW Procedures.

The focal point for the development of the NINDS Report was The National
Advisory Neurological Diseases and Stroke Council, an officer of the Institute
and a member of the Council serving as project directors. (Attachment II).
Part I of the Report was prepared by a panel of workshop discussion leaders,
discussants, editorial consultants and the project directors; Part II was pre-
pared by the NINDS. The National Advisory Council has reviewed the Report
and endorsed it with enthusiasm.

MURRAY GoLDSTEIN, D.O.,
National Institute of Neurological

Diseases and Stroke.
WARREN V. }Itmsa,

National Advisory Neurological
Diseases and Stroke Council.

SEPTEMBER 24, 1973.

PART II. RECoMMENBATIONS oN PUBLIC POLICY AND DREW PRoCEDURES

A. SUMMARY ot' BECoMMENDATIONS

It is recommended that
1. Research on the biomedical bases of aggressive violent behavior continue

to receive DREW support.
2. The NINDS-NIMII give attention to the cooperative planning and spon-

soring of a research program on the fundamental aspects of brain and aggres-
sive behavior in experimental animals, particularly violent and rage behavior.
This program should include the neurosciences and behavioral sciences, invest'»
gator-initiated fundamental research, and coordination by NIH staff.

3. The NINDS-NIMII give attention to the cooperative planning and spon-
soring of a research program on the clinical aspects of brain and aggressive
violent. behavior, The program should include the clinical neurological and
clinical behavioral sciences, be investigator initiated and university based, in-
clude special procedures for protection of human subjects and be continuously
monitored by NTH staff.

4. An appropriate number of clinical research groups be supported for Matti-
disciplinary clinical investigations of aggressive violent behavior.
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5. A human subjects advocacy committee be established in each institution
proposing to conduct clinical studies on aggressive violent behavior. The ap-
propriateness of the participation of each human subject in such studies should
be reviewed by this committee.

0. The Department's position on the biomedical therapy of violent and rage
behavior be that the scientific and medical literature available at this time is
inconclusive in regard to the efficacy of these procedures.

R. RECOMMENDATIONS AND DISCUSSION

1. Part I of this Report clearly indicates that no conclusions can be derived
about the etiology, pathophysiology, diagnosis or therapy of aggressive violent
behavior from available, scientifically reliable biomedical information; this is
specifically true about both the neurological and behavioral science aspects
of violence.

2. The neurosurgical treatment of behavioral disorders (sometimes referred
to as "psychosurgery") recently has generated discussion and concern in both
the scientific community and general. public, Reasons for this include the poor
delineation between the clinical care and the investigative aspects of these
neurosurgical procedures; also, procedures for the treatment of epilepsy, pain
and brain tumor have been confused with those for the diagnosis and treatment
of behavioral disorders in patients who also hakl'e a convulsive disorder, are in
intractable pain or suffer a brain tumor. The evidence available at this time
does not demonstrate a difference in the incidence of violent behavior in
patients with epilepsy from that in the general population, The rare patient
with both epilepsy and violent behavior, however, is more liable to become a
subject in a clinical investigation of violence; this occurs because procedures
for the diagnosis and treatment of epilepsy provide the clinical investigator
with an opportunity also to study the patient's aggressive behavior.

3. With the advancement of experimental medical, surgical and behavioral
methods for diagnosis and therapeutic intervention, issues of informed consent,
the protection of human subjects pat ticipating in investigations and the sev-
erol factors contributing as etiologies of violence have become concerns for
public, legal and scientific interchange.
Recommendation 1.

It is recommended that research on the biomedical bases of aggressive violent
behavior continue to receive DI-IFW support.

1. Irrespective of the several possible etiologies, the final common pathway
for the manifestation of behavior is the nervous system. The development of
adequate preventive and theraputic measures is dependent upon meaningful
investigations of the neurological mechanisms underlying aggressive behavior,
including violence.

2. Fundamental studies of the neural and behavioral mechanisms of aggres-
sion and rage behaviors particultIrly animal-based investigations, are progress-
ing at a moddst pace ; however, increased opportunities have evolved for the
understanding of these basic mechanisms. Clinical studies, particularly those
including the use of human subjects, generally have been unstructured and
often inconclusive. This has occurred bemuse clinical studies usually have been
conducted secondary to the needs of clinical care and have utilized case-by-
ease protocols; the development and evaluation of quantitative mensuration
techniques essential to the interpretation of clinical results too often have
had to be an integral part of the clinical situation. Despite these difficulties,
technical advances have been made resulting in meaningful opportunities for
the conduct of carefully structured clinical investigations.
Recomoncudation 2,

It is recommendod that the NINDSNIN11-1 give attention to the cooperative
planning and sponsoring of n research program on the fundamental aspects
of brain and aggressive behavior in experimental animals, particularly violent
and rage behavior. This program should include the neurosciences and behav-
ioral Seioneot, investigator-initiated' fundamental research, and coordination
by NTH staff.

1, vundainentol studies on the genetic, neuroehenneal, enzymatic and morpho-
PhYfthdogic substrates of aggressive behavior, partictfiarly violent behavior,
offer the key to a better understanding of the biological mechanisms by which
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psychosocial factors evoke different behavioral responses in individuals, gtlm-
illation and encouragement of these studies are needed, particularly investiga-
tions such as those concerned with the development of the neural network, the
role of synaptic organization and reorganization, the interrelationship of the
limbic system, hypothalamus and cerebral cortex with brain stein, and the
histochemical delineations of relevant neural pathways. These studies require
not only financial support but also NINDS-NIH planning and program de-
velopment activity.

2. Paralleling and complementing these neuroscience investigations, a fo-
cused program of behavioral science research on aggression and violence also
is needed. This latter program should include: exploration of perinatal and
endocrine influences on behavior; ethology and killing behavior in animals ;
and the characteristics of the several varieties of aggressive behavior.
Recommendation 3.

It is recommended that the NINDS-NIMH give attention to the cooperative
planning and sponsoring of a research program on the clinical aspects of brain
and aggressive violent behavior. The program should include the clinical neuro-
logical and clinical behavioral sciences, be investigator initiated and university
based, include special procedures for protection of human subjects and be
continuously monitored by NIH staff.

1. Clinical studies on the pathophysiology of aggressive violent behavior, its
diagnosis, prevention and therapy, must finally rely upon studies of man. With
tho exception of violent rage behavior occasionally reported in "killer" ani-
mats, the models of aggressive behavior utilized in animal studies (defense,
attack, ritual and predatory aggression) do not coincide with rage or uncon-
trollable violence observed in man, Man, therefore, must be studied if man's
violence is to be understood.

2. Human studies evoke concern because of both the inadequacy of a firm
conceptual basis for violence from animal studies and public uneasiness about
the social consequences of investigation in this area. This situation is particu-
larly sensitive because of the nature of the population prone to such investi-
gationsprisoners, the mentally ill, wards of the stateand the short and
long-term effects on the individual of experimental therapy.

3. A DHEW policy position at either of the extremes of reactions to these
concerns would be an inadequate response to a situation of importance both
to the health of society and the individual and to the responsibilities of the
DHEW.
Recommendation 4.

It is recommended that an appropriate number of clinical research groups be
supported for multidisciplinary clinical investigation of aggressive violent
behavior.

1. The establishment of multidisciplinary research groups is needed to pro-
vide for coordinated investigations of improved methods of clinical diagnosis,
prevention and the treatment under carefully defined and monitored conditions.
Such groups would provide for the size, composition and quality of the research
team essential for such studies. They would also provide for a pool of patients
from which an adequate and appropriate selection can be made to satisfy both
the requirements of precise research protocols and the protections of the
rights of subjects participating in the research.
Recommendation 5.

It is recommended that a human subjects advocacy committee be established
in each institution proposing to conduct clinical studies on aggressive violent
behavior. The appropriateness of the participation of each human subject in
such studies should be reviewed by ttsls committee,

1. For DIIEW to provide federal support for clinical research on aggressive
violent behavior without recognition of the potential for abuse to the individ-
ual and to society would be irresponsible: for DIIEW to impose regulations
which would either prevent such research or drive it "underground," would
he Pritially irresponsible. Within the tenets of both the Helsinki Declaration
and the Nilremberg Code and within the concepts presently evolving withili
DIIEW for the protection of human subjects in research, it is possible and
desirable that clinleal studies of violence be developed and supported with
DIIFIW assistance,
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2. As with ALL biomedical investigations involving human subjects, four cri-
teria must be considered in the evaluation of clinical studies of aggressive
violent behavior, These are;

1. Scientific Excellence. Every study involving human subjects must have
a high probability of providing meaningful information. A scientifically poor or
minimally acceptable study involving human subjects should be considered un-
acceptable.

2. Informed Consent.Infortned consent requires that the human subject
recognizes and understands with certainty the relative risks and benefits to his
or her physical and social well being of the procedures in which the subject
will participate; furthermore, that the human subject agrees to these procedures
freely and without overt or subtle duress. If the human subject either cannot
be informed (e.g., mentally ill) or is in a situation where the ability to provide
consent without duress is subject to question (e.g., a prisoner), protection of
the legal and social rights of the subject must be assured.

3. Risk - Benefit Ratio to the Human Subject,--Nearly every biomedical clini-
cal procedure, investigative or accepted practice, involves some degree of risk
to the human subject undergoing the procedure. The poteMal benefit to the
sui,ject must be weighed against the potential harm. In investigative situations,
these judgments often are most difficult because the body of experience about
the procedure may still be too meager to establish the precise parameters of the
clinical situation, Investigative procedures should be carried out on human
subjects only after full and meaningful evaluation in experimental animals,
To provide maximal assurance that the risk-benefit ratio to the human subject
Las been adequately and appropriately considered, documentation of the rele-
vant factors considered and conclusions reached must be provided independ-
ently by the investigator, by the institution in which the investigation is to be
conducted and by a board of independent reviewers appointed by the granting
agency (o.g., a National Advisory Council), All must agree that the risk-bene-
fit ratio to the human subject warrants the use of the investigative procedure
before it can be utilized.

4, Risk to the Human Subject and Benefit to Society,Studies of "normal"
human subjects or studies of human subjects who may not benefit directly from
the investigation (e.g., responses to brain stimulation in patients being studied
for convulsive disorders) necessitate sensitive and often scientifically less pre-
else decisions, If society is to understand the unusual or abnormal, it must un-
derstand the usual and normal; but at what risk to the individual human
subject being studied? The decision is a "societal" decision which depends upon
law and the needs and mores of society. The technical expert (e.g., the physi-
cian, the biomedical scientist, the social scientist) is an expert witness, but
ought not be asked to be the decision maker. It is a firm premise of our society
that "every human being of adult years and sound mind has a right to deter-
mine what shall be done with his own body."' The procedure of informed con-
sent is a major protection of that right of the individual. Situations do occur,
however, in which the individual cannot be informed because of mental defi-
ciency, illness or age. Other situations occur in which the concept of consent is
questionable because of imprisonment, hospitalization, institutionalization or
promise of unusual reward, To ensure that the interests of the individual are
adequately protected in investigative situations in which issues of either the
adequacy of being informed or the appropriateness of giving consent can be
questioned, a Human Subject Advocacy Committee (HUSAC) should be in-
volved. The HITSAC should eomprise members of society (e.g., theologians, ju-
''sts, community representatives) drawn from the local geographic area who
are selected for their dedication to the protection of the individual rights of
the human subject. The HUSAC should function at the institutional level and
should have no employees of the institution as voting members. On a case-by-
case basis, the HUSAC should rule (in the participation of every human subject
in all investigative procedure that either cannot benefit the subject or in which
a question is posed about the ability of the subject to provide informed con-
sent. All human subjects participating in investigations of violent behavior
should be reviewed by the HUSAC.

1.11104,0 npninttlin N. Car 402o in Rantoendorff 10, Society of New York Hospital*, 211
N.Y. 125, 105 N.H. 92, 03 (1014).
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Revommendat ion O.
It is recommended that the department's position on the biomedical therapy

of violent and rage behavior be that the scientific and medical literature avail-
able at this time is inconclusive in regard to the efficacy of these procedures.

1, Therapeutic interventions including surgical procedures (e.g., neurosurgi-
eal), physical methods (e.g., heat, cold, electricity, ultrasound), pharmacologic
agents (chemical and biological) and psychotherapeutic regimens are AU.
examples of biomedical clinical procedures being utilized at the present time
for the treatment of uncontrollable rage. However, the scientific and medical
literature is characterized by a lack of adequate investigations providing pre-
cise or meaningful results about either the efficacy or safety of these procedures.
On the other hand, several approaches have reached the stage where carefully
controlled human studies would be meaningful and need to be considered if
further progress is to be made on the biomedical aspects of rage.

In conclusion, the biomedical aspects of uncontrollable violence or rage are
proper and necessary concerns of biomedical investigation. A more adequate
conceptual basis for such investigations needs to be developed through funda-
mental neurological and behavioral science research. Proper and adequate clin-
ical studies in man need to be continued but under the most careful and mon-
itored conditions. The participation of human subjects in biomedical research
represents a privilege, a privilege which biomedical scientists and society jointly
must protect by means of the continuing review and monitoring of the scientific,
medical and societal facets of the proposed research.

[Item I.B.61

PSYCIIOSURGERY REPORT OV THE NATIONAL INSTITUTE OF' MENTAL HEALTH.,
JANUARY 21, 1974

INTRODUCTION

In preparing this report, NIMH staff have relied heavily on consultation
with numerous outside experts in scientific, clinical, legal, and ethical matters,
Two separate groups were convened, one group composed of scientists and
clinicians, and a second comprised of legal, philosophical, and ethical experts,
as well as representatives of various population groups alleged to be "at risk"
as potential psychosurgery candidates. A membership list for each of these
two panels appears as Attachment A.

NATURE O THE PROBLEM

Psychosurgery is the destruction of brain tissue with the primary intent
of altering behavior, thought, or mood. The current controversy about psycho-
surgery stems front a number of factors spanning scientific, philosophical, polit-
ical, and moral issues, In order to understand the nature and source of the
psychosurgery controversy, it is necessary to make explicit some of the differ-
ent viewpoints that are often unstated when the psychosurgery issue is dis-
cussed.

1. A fundamental concern about psychosurgery derives from differing philo-
sophical views of the relationship between mind (the self) and the brain. Much
opposition to psychosurgery, and often the most vociferous opposition, is based
on the conviction that any physical damage to the brain is tantamount to
destruction of the "self," This viewpoint is most strongly illustrated by some
of the rhetoric used by opponents of psychosurgery who equate it with "murder
of the mind," Proponents of psychosurgery, while usually not articulating an
alternative philosophy, do not equate the brain with the self and take a prag-
matic approach to mental or behavioral disorders in which the primary cri-
terion for selection of a treatment is the question of whether it works or not,

2. A closely related issue is the differing viewpoints about the causal fac-
tors in mental illness, Some psychosurgeons rationalize surgical treatment on
the hypothesis that mental or behavioral disorders arise from biological dys-
function in the brain, and that appropriate treatment mast he based on manipu-
lating or changing the biological substrate of behavior. Others, however, hold
the view that disturbed behavior is a result of adverse environmental influ-
ences and that the moltztion to mental illness or behavior disorders is to ma-
nipulate or change environmental variables, While both of these views are ex

t.
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treme positions held only by a few, and are untenable in view of our current
knowledge about the complex interrelations between environmental and bio-
logical causative factors, they illustrate another philosophical argument that,
in frequently more subtle form than illustrated here, is one of the roots of
the psychosurgery controversy.

3. Although virtually all psychosurgical procedures and technical innova-
tions, including the first lobotomies, were suggested by experimental brain
research with animal subjects, the scientific rationale for any psychosurgical
procedure is still quite tenuous. Generalizations emit). animal research have
often been based on incomplete understanding of Vie complexity of behavior,
logical deductions of dubious validity, and an uncritical acceptance of similari-
ties of brain-behavior relationships in animals and man. Although we know
a great deal about how the brain influences a variety of specific and limited
animal behaviors, our understanding of the complex emotional and cognitive
behaviors of man is extremely limited. On the other hand, many proponents
of psychosurgery would argue, quite rightly, that many medical therapies are
based on a pragmatic criterion of effectiveness rather than an understanding
of the physiological mechanisms underlying the disease or its treatment.

4. In contrast to most physical illnesses, many of the functional mental and
behavioral disorders constitute a class of poorly defined and difficult to diagnose
diseases or disorders. Thus, there is considerable concern about treating with
surgical means any disorder which cannot be clearly defined and diagnosed.
Such problems also come to the fore in any attempt to judge the outcome of
psychosurgical treatment, with the criteria for cure or ameliorization not
being clear or universally agreed upon.

5, A key issue in the psychosurgery controversy is whether or not psycho-
surgery is an experimental procedure. Most psychosurgeons regard it as an
accepted practice of proven efficacy while critics claim it is an experimental
therapy in view of an alleged unpredictability of outcome, lack of evidence
about efficacy, and lack of scientific rationale.

O. Alternative therapies to psychosurgery is another division issue. Although
a great deal of research Is being done on drug therapies and various forms of
psychotherapy or behavior therapy, there are numerous instances in which
none of these alternatives seem to offer any relief, and the patient is faced
with a dehumanizing fate in an institution, often with pharmacological re-
straints that equal or exceed any personality destruction that is claimed to be
caused by psychosurgery. In these instances, psychosurgery might be seen as
a reasonable last-resort therapy. On the other hand, there is no agreement or
guidelines among practioners about the duration, intensity, or degree to which
other therapies should be tried before resorting to psychosurgery. Psycho-
surgery critics claim, often correctly, that confinement in an institution does
not guarantee adequate attempts therapeutic measures short of psycho-
surgery, and that psychosurgery is frequently performed before other alterna-
tives are tried to an adequate extent.

7, Closely related to the problem of psychiatric diagnosis is the issue of the
extent to which mental or behavioral disorders are socially defined. This issue
most often surfaces in the context of the psychosurgical treatment of aggres-
sive or violent behavior in which critics of psychosurgery express the fear that
it will be used for nefarious purposes as a means of controlling political or
Social dissidents. Stated in more general terms, the critics charge that psycho-
surgery has been or can be used to change behavior for the convenience or
comfort of persons other than the patient himself. Thus, there is claimed to
be a bias toward the use of psychosurgery in blacks, women, and other minor-
ity or disadvantaged population groups, There is no reliable data available
on this point,

ImMEMATE NEEDS AND ACTIVITIES

tXtensive discussion of these areas of concern with scientific, clinical, legal,
and ethical experts, as well as representatives of the lay public and of some
of the populatiOn groups claimed to be "at risk" for psychosurgery, has led

staff to propose a number of specific activities that will be necessary
in order to resolve some of the above - discussed issues, and to some interim
recommendations that may be subject to modification as farther information is
obtained.

The following issues must be resolved before any informed and reasonable
position can be taken on psychosurgery

1
0.,0 .4
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1, To what extent does the currently-available scientific and clinical litera-
ture provide a basis for an informed judgment about the efficacy of psycho-
surgery and the severity of untoward effects? Knowledgeable scientists and
clinicians with whom we have consulted are of the opinion that the existing
literature will not, by itself, provide a sound basis for such a judgment. Inade-
quacy of pre- and post-operative behavioral and psychological testing, lack of
long-term followup of patients, and general inadequacies of clinical and behav-
ioral reporting characterize much of the published literature. However, despite
these deficiencies, NIMH staff and consultants feel that an updated literature
survey and analysis could provide some useful data that, in combination with
other sources of information, may permit us to come to a more objective evalu-
ation about the efficacy and adverse effects of psychosurgical treatment. What
is needed goes beyond a simple compilation of psychosurgical publications and
must include a critical evaluation and analysis of the published data by the
various relevant scientific and clinical exports. There should also be developed
a system for the continuous monitoring and updating of the literature in
psychosurgery.

One of the most useful outcomes of this literature survey and analysis would
be the development of a uniform reporting protocol for literature in psycho-
surgery. By identifying deficiencies in the existing literature, recommendations
could be made for the types of clinical and behavorial data that appear to
be necessary to provide a scientifically valid contribution to the future psycho-
surgery literature.

2, Estimates of the number of psychosurgical procedures conducted in this
country each year have varied from 100 to 1000. It would seem to be im-
portant to have a more realistic figure for the extent of psychosurgery practice,
since we are predently dealing with a problem of unknown dimensions. A sur-
vey of the current extent of psychosurgical practice is an impoWant and imme-
diate need.

3. There exists an unkown but presumably large number of patients who
have undergone psychosurgery in the past. No systematic attempt has been
made to determine their current status. Although such a follow-up project
would depend on the cooperation of the patient and the medical and psychiatric
staff involved in his case, and would present problems of confidentiality in
the physician-patient relationship, we feel that such an effort could provide
badly needed information relevant to the efficacy issue.

4. Relying on activities 1-3, and using the resources of the NIMH staff, its
outside consultants, and by contract with outside organizations, a concerted
effort should be made to develop guidelines for the conduct of psychosurgery.
Such guidelines should include criteria for the selection of patients, what alter-
nate therapies should be attempted (and for how long) before performing
psychosurgery, development of informed consent procedures to meet the special
problems posed by treatment of the mentally ill, and (if the information ob-
tained in 1-3 above permits) guidelines for the type of operation that seems
to be most beneficial for the various categories of behavior, thought, or mood
disorders,

INTER/ I'd IIECOM MIN DATION S

The activities outlined above will require considerable time, probably on the
order of two or three years, Since psychosurgery practice will continue during
this time period, the NIMH makes the following recommendations With the
intent of providing the maximum possible protection for potential psycho-
surgery candidates without unduly inhibiting practice for those cases which,
judged by our present standards and knowledge, appear to require psycho-
surgery for relief of extreme mental illness or behavioral disorders,

1, Psvehosurgery should be regarded as an experimental therapy at the
present time,As such, it should not be considered to be a form of therapy
which can be made generally available to the public becanse of the peculiar
nature of the procedure and of the problems with which it deals. Special con-
straints that apply to any experimental therapeutic procedure are required
and the procedure Should be only undertaken in those circumstances where
there is special competence and experience and in institutional environments
where appropriate safeguards are documented to be available,

The designation of psychosurgery as an experimental' therapy imposes a
nkitnber of stringent but essential constraints on practice: Comprehensive re-
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search protocols must be developed whenever psychosurgery is undertaken in
order to assure that the maximum scientific value and information is obtained ;
psychosurgery should be conducted only in hospitals with strong and intimate
affiliation with, and commitment to, academic sciences ; it is absolutely essen-
tial that informed consent procedures be given primary consideration ; every
effort must be made to insure that all reasonable alternative therapies, based
on our present state of knowledge, are attempted to an adequate extent before
resorting to psychosurgery,

2, No psychosurgery should be performed on involuntarily confined persons
or persons incapable of giving consent, either by reason of age or mental con-
dition. --The NIMH is in full and complete accord with the recent decision of
the Circuit Court for the County of Wayne, State of Michigan, which con-
cluded that involuntarily confined mental patients cannot give informed and
adequate consent to psychosurgery. We would also apply this judgment to
prisoners and to persons under the age of consent.

3. A registry should be established to monitor psychosurgery practice and to
provide a continually updated source of information about the ealtent of the
practice, the type of patients selected, and the outcome of the treatment.
We would also suggest that the registry have provisions for indicating intent
to perform psychosurgical procedure, so that scientific and clinical experts in
psychology, psychiatry, and neurology have an opportunity to assess the pa-
tient's status prior to operation, as well as to study the short- and long-term
effects of psychosurgical. treatment.

CONCLUSION

In the many discussions held between NIMH staff and consultants, the pos-
sibility of recommending a voluntary moratorium on psychosurgery practice
was frequently brought up. However, we htie I Included that this would not
be an appropriate action, for at least three reasons: (1) it would constitute
an unprecedented Federal prescription of the parameters of permissible and
impermissible surgery for the medical profession ; (2) the difficulty of arriving
at a precise and consensually agreed-upon definition of psychosurgery, specifi-
cally in the cases of surgical treatment for epilepsy and intractable pain, would
vitiate the effectiveness of any moratoriumpsychosurgery could, in many
cases, continue under the guise of treatment for epilepsy or other neurological
disease; and (8) the interim recommendations listed above amount to at least
a partial moratorium, calling for cessation of that psychosurgery practice which
is most subject to criticism.

With regard to the various activities outlined above, which are designed to
provide a sound basis for judging the value of and indications for psycho-
surgery, the NIMH is soliciting contract proposals from outside organizations
possessing the special expertise necessary for approaching these problems.
However, we have received no satisfactory responses to a recent "sources
sought" notice in the Commerce Business Daily. This fact, combined with our
discussions with consultants and potential contractors, has made it clear that
some of the projects that we consider essential for reasoned judgments about
psychosurgery practice will be quite difficult to accomplish. A number of serious
problems present themselves, including whether or not the necessary degree
of cooperation can be obtained from the professional disciplines involved in
psychosurgery and difficulties in the area of the physician-patient relationship
and confidentiality of clinical records. Thus it is difficult to provide at this
time any timetable for completion of .,nese tasks, We will continue our activi-
ties in trying to develop a contract that will satisfy the necessarily stringent
scientific, clinical, and managerial criteria that must be applied to such an
effort.
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CON PEItENcl.: REPORT ON nit 7724 (PA. O2-248)

Me, Staggers submitted the following conference report and statement on
the bill (II.R, 7724) to amend the Public Health Service Act to establish a
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national program of biomedical research fellowships, traineeships, and train -
ing to assure the continued excellence of biomedical research in the United
States, and for Other purposes:

CONFERENCE REPORT (II. REPT, NO, 9 1 4 9 )

"The eminnittee of conference on the disagreeing votes of the two Houses
on the amendments of the Smite to the bill (H.R, 7724) to amend the Public
Health Service Act to establish a national program of biomedical research
fellowships, traineeships, and training to assure the continued excellence of
biomedical research in the United States, and for other purposes, having met,
after full and free conference, have agreed to recommend and do recommend
to their respective Houses as follows

"That the House recede from its disagreement to the
with

of the
Senate to the text of the bill and agree to the same with an amendment as
follows ;

"In lieu of the matter proposed to be inserted by the Senate amendment
to the text of the bill insert the following

"Section 1, This Act may be cited as the 'National Research Act'.

"TITLE I--- BIOMEDICAL AND BEHAVIORAL RESEARCH TRAINING

"SHORT TITLE

"SEC, 101. This title may be cited as the 'National Research Service Award
Act of 1974'.

"FINDINGS AND DECLARATION OF PURPOSE

"Sim 102. (n) Congress finds and declares that
" (1) the success and continued viability of the Federal biomedical and

behavioral research effort depends on the availability of excellent scientists
and a network of institutions of excellence capable n2 producing superior re-
search personnel ;

"(2) direct support of the training of scientists for careers in biomedical
and behavioral research is an appropriate and necessary role for the Federal
Government ; and

"(3) graduate research assistance programs should be the key elements in the
training programs of the institutes of the National Institutes of Health and the
Alcohol, Drug Abuse, and Mental Health Administration.

"(b) It is the purposes of this title to increase the capability of the in-
stitutes of the National Institutes of Health and the Alcohol, Drug Abuse,
and Mental Health Administration to carry o,It their responsibility of main-
taining a superior national program of research into the physical and mental
diseases and Impairments of man.

"BIOMEDICAL AND BEHAVIORAL RESEARCH TRAINING

"SEc. 103. The part II of the Public Health Service Act relating to the
appointment of the Directors of. the National Institutes of Health and the
National Cancer Institute is redesignated as part I, section 401 of such part
is redesignated as section 471, and such part is amended by adding at the
end the following new sections

"'NATIONAL RESEARCH SERVICE AWARDS

"'SEC, 472. (a) (1) The Secretary shall
" ' (A) provide National Research Service Awards for

"' (i)biomedical and behavioral research at the National Institutes of
Health and the Alcohol, Drug Abuse, and Mental Health Administration
in matters relating to the cause, diagnosis, prevention, and treatment of
the disease (or diseases) or other health problems to which the activities
of the Institutes and Administration are directed,

." 'GO training at the Institutes and Administration of individuals to
undertake such research.

"'(iii) biomedical and behavioral research at non-Federal public institti-
tions and at nonprofit private institutions, and
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" '(iv ) pre- and postdoctoral training at such public and private insti-
tutions of individuals to undertake such research ; and

"'(B) make grants to non-leederal public institutions and to nonprofit pri-
vate institutions to enable such institutions to make to individuals selected
by them National Research Service Awards for research (and training to
undertake such research) in the matters described in subparagraph (A) (i),
A reference in this subsection to the National Institutes of Health or the
Alcohol, Drug Abuse, and Menial Health Administration shall be considered
to include the institutes, divisions, and bureaus included in the Institutes
or under the Administration, as the case may be.

"'(2) National Research Service Awards may not be used to support
residencies,

"'(3) Effective July 1, 1975, National Research Awards may be made for
research or research training in only those subject areas for which, as deter-
mined under section 473, there is a need for personnel.

" ' (b) (1) No National Research Service Award may be made by the Secretary
to any individual unless

"(A) the individual has submitted to the Secretary an application
therefor and the Secretary has approved the application ;

" (B) the individual provides, in such form and manner as the Secretary
shall by regulation prescribe, assurances satisfactory to the Secretary
that the individual Will meet the service requirement of subsection (c) (1) ;
and

"'(C) in the case of a National Research Service Award for a purpose
described in subsection (a) (1) (A) (iii) or (a) (1) (A) (iv), the individual
has been sponsored (in such manner as the Secretary may by regulation
require) by the institution at which the research or training under the
Award will be conducted.

An application for an Award shall be in such form, submitted in such manner,
and contain such information, as the Secretary may by regulation prescribe.

"'(2) The award of National Research Service Awards by the Secretary
under subsection (a) and the making of grants for such Awards shall be
subject to review and approval by the appropriate advisory councils to the
entities of the National Institutes of Health and the Alcohol, Drug Abuse,
and Mental Health Administration (A) whose activities relate to the research
or training under the Awards, or (B) at which such research or training will
be conducted.

"'(3) No grant may be made tinder subsection (a) (1) (13) unless an applica-
tion therefor has been submitted to and approved by the Secretary. Such ap-''
plication shall be in such form, submitted in such manner, and contain such
information, as the Secretary may by regulation prescribe. Subject to the
provisions of this section other than paragraph (1) of this subsection, Na-
tional Research Service Awards made under a grant under subsection (a ) (1)
(B) shall be made in accordance with such regulations as the Secretary shall
prescribe.

" ' (4) The period of any National Research Service Award made to any indi-
vidual tinder subsection (a) may not exceed three years in the aggregate
unless the Secretary for good cause shown waives the application of the
three-year limit to such individual.

"'(5) National Research Service Awards shall provide such stipends and
allowances (including travel and subsistence expenses and dependency allow-
ances) for the recipients of the Awards as the Secretary may deem necessary.
A National Research Service Award made to an individual for research or
research training at a non-Federal public or nonprofit private institution shall
also provide for payments to be made to the institution for the cost of support
services (including the cost of faculty salaries, supplies, equipment, general
research support, and related items) provided such individual by such insti-
tution. The amount of any such payments to any institution shall be deter-
mined by the Secretary and shalt bear a direct relationship to the reasonable
costs of the institution for establishing and maintaining the quality of its
biotnedical and behavioral research and training programs.

"'(c) (1) (A) Eacli individual who receives a National Research Service
Award shall, in accordance with paragraph (8), engage in--,

" '(i) health research or teaching,
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"'(ii) .if authorized under subparagraph. (B), mynas a; member of the
.National HealtliService Corps or serve in his specialty or .

" ' (iii) if authOrized under subparagraph, (C), serve in a heath related
activity approved under that subparagraph, ter a, period computed in
accordance with paragraph (2). . .

" (B) .Any, individual who received a National Resear4, seriice AWard and
who Is a physician, :dentist, nurse, or. other . individual trained to provide
health care directly to individual patients may, upon application to the Sec-
retary, be authorized by the Secretary tf}

"4(i) serve as a member of the National Health Service Corps,
" '(l1) serve in his specialty in priVate practice in a geographic area desig-

nated by the Secretary an requiring. that specialty, or
. . "'(iii) provides services in, his specialty for a health maintenance organi-

. zation to which payments may be made under section 1876 of title XVIII
of the Social Security Act and which serves a medically underserved
population (as defined in section 1302(7) of this act),

in lieu of engaging in health research or teaching lc. the Secretary determines
that there are no suitable health research or teaching positions available to
such individual,

"'(C) Where appropriate the Secretary may, upon application, authorize a
recipient of a National Research Service Award, who is not trained to provide
health care directly to individual patients, to engage in a health-related activity
in lieu of engaging in health research or teaching if the Secretary determines
that there are no suitable health research or teaching positions available to
such individual,

"'(2) For each year for which an individual receives a National Research
Service Award he shall

"'(A) for twelve months engage in health research or teaching or, if so
authorized, serve as a member of the National Health Service Corps, or

"'(B) if authorized under paragraph (1) (B) or (1) (C), for twenty
months serve in his specialty or engage in a health-related activity.

"(3) The requirement of paragraph (1), shall be complied with by any
individual to whom it applies within such reasonable period of time after the

.completion of such individual's Award, as the Secretary shall by regulation
prescribe. The Secretary shall (A) by regulation prescribe (I) the type of
research and teaching which an individual may engage in to comply with such
requirement, and (ii) such other requirements respecting such research and
teaching and alternative service authorised under paragraphs (1) (B) and
(1) (C) as he deems necessary ; and (B) to the extent feasible, provide that
the members of the National Health. Service Corps who are serving in the
Corps to meet the requirement of paragraph (1) shall be assigned to patient
care and to positions which utilize the clinical training and experience of the
members.

" ' (4) (A) If any individual to whom the requirement of paragraph (1) is
applicable fails, within the period prescribed by paragraph (3), to comply
with such requirement, the United States shall be entitled to recover from
such individual an amount determined in accordance with the formula

t t /28

in which 'A' is the amount the United States Is entitled to recover ; '0' is the
sum of the total amount paid under one or more National Research Service
Awards to such individual and the intermit on swill amount which would be
payable if at the time it was paid it was a loan bearing interest at a rate fixed
by the Secretary of the Treasury after taking into consideration private con-
sumer rates of interest prevailing at the time each Award to such individual
was made; 't' is the total number of months in such individual's service obliga-
tion; and '8' is the number of months of such obligation served by him in ae-
eordanee with paragraphs (1) and (2) of this subsection,

"'(B) Any amount which the United States is entitled to recover under
subparagraph (A) shall, within the three-year period beginning on the date
the United States becomes entitled to recover such amount, be paid to the
United States, Until any amount due the 'United States under subparagraph
(A) on account of any National Research Service Award is paid, there shall

88-744-74-11
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accrue to the United States interest on such amount at the same rate as that
fixed by the Secretary of the Treasury under subparagraph (A) to determine
the amount due the Unite0, States.

"(4)(A) Any obligation of any individual under paragraph (8) shall be
canceled upon the death of such individual.

"'(B) The Secretary shall by regulation provide for the waiver or sus-
pension of any such obligation applicable to any individual whenever com-
pliance by such individual is impossible or would involve extreme hardship to
such individual and if enforcement of such obligation with respect to any
individual would be against equity and good conscience.

"'(d) There are authorized to be appropriated to make payments under
National Research Service Awards and under grants for such Awards $207,-
947,000 for the fiscal year ending June 30, 1975. Of the sums appropriated under
this subsection, not less than 25 per centum shall be made available for pay-
ments under National Research Service Awards provided by the Secretary
under subsection (a) (1) (A).

"STUDIES RESPECTING BIOMEDICAL AND BEHAVIORAL RESEARCH PERSONNEL

"'SEC. 473. (a) The Secretary shall, in accordance with subsection (b),
arrange for the conduct of a continuing study to

"(1) establish (A) the Nation's overall need for biomedical and be-
havioral research personnel, (B) the subject areas in which such personnel
are needed and the number of such personnel needed in each such area,
and (C) the kinds and extent of training which should be provided such
personnel;

"'(2) assess (A) current training programs available for the training
of biomedical and behavioral research personnel which are conducted
under this Act at or through institutes under the National Institutes of
Health and the Alcohol, Drug Abuse, and Mental Health Administration,
and (B) other current training programs available for the training of such
personnel ;

"(3) identify the kinds of research positions available to.and held by
individuals completing such programs;

"(4) determine, to the extent feasible, whether the programs referred
to in clause (B) of paragraph (2) would be adequate to meet the needs
established under paragraph (1) if the programs referred to in clause (A)
of paragraph (2) were terminated; and

"'(5) determine what modifications in the programs referred to in para-
graph (2) are required to meet the needs established under paragraph (1).

"'(b) (1) The Secretary shall request the National Academy of Sciences to
conduct the study required by subsection (a) under an arrangement under
which the actual expenses incurred by such Academy iri conducting such study
will be paid by the Secretary. If the National Academy of Sciences is willing
to do so, the Secretary shall enter into Such an arrangement with such Acad-
emy for the conduct of such study.

"'(2) If the National Academy of Sciences is unwilling to conduct such
:Andy under such an arrangement, then the Secretary shall enter into a similar
arrangement with other appropriate nonprofit private groups or associations
under which such groups or associations will conduct such study and prepare
and submit the reports thereon as provided in subsection (c).

"(c) A report on the results of such study shall be submitted by the Sec-
retary to the Committee on Intern' le and Foreign Commerce on the House
of Representatives and the Committee on Labor and Public Welfare of the

'Senate not later than March 31 of each year.'

CONFORMING AMENDMENTS

"SEC, 104. (a) (1) Section 801 of the Public Health Service Act Is amended
(A) by striking out paragraph (c) ; (I3) by striking out in paragraph (d) 'or
research training' each place it occurs, 'and research training programs', and
'and research training program': and (C) by redesignating paragraphs (d),
(e), (f), (g), (h), and (I) as paragraphs (c), (d), (e), (f), (g), and (h),
respectively.

"(2) (A) Section 803(a) (1) of such Act is amended to read as follows:
"(1) to provide clinical training and instruction and to establish and

maintain clinical traineeshins (with such stipends and allowances (inelud

4,4
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ing travel and subsistence expenses and dependency allowances) for the
trainees as the Secretary may deem necessary) ;'

"(B) Section 303(b) of such Act is amended by inserting before the
first sentence the following: 'The Secretary may provide for training,
instruction, and traineeships under subsection (a) (1) through grants to
public and other nonprofit institutions,'

(3) Section 402(a) of such Act is amended (A) by striking out 'training
and instruction' in paragraph (3) and inserting in lieu thereof 'clinical
training and instruction', and (B) by striking out paragraph (4) and by
redesignating paragraphs (5), (6), and (7) as paragraphs (4), (5), and
(6), respectively,

"(4) Section 407(b) (7) of such Aet is amended (A) by striking out
'and basic research and treatment', and (B) by striking out 'where ap-
propriate'.

"(5) 'Section 408(b) (3) of such Act is amended by inserting 'clinical'
before 'training' each place it occurs.

"(6) Section 412(7) of such Act is amended by striking out '(1) estab-
lish and maintain' and all that follows down through and including
'maintain traineeships' and inserting in lieu thereof ' provide clinical
training and instruction and establish and maintain clinical traineeships'.

"(7) Section 413(a) (7) is amended by inserting 'clinical' before 'pro-
grams'.

"(8) Section 415(b) is amended by inserting before the period at the
end of the last sentence thereof the following.: '; and the term "training"
does not include research training for which fellowship support may be
provided under section 472'.

"(9) Section 422 of such Act is amended (A) by striking out paragraph
(c) and by redesignating paragraphs (d), (e), and (f) as paragraphs
(c), (d), and (e), respectively, and (B) by striking out 'training and
instruction and establish and maintain traineeships' in paragraph (e) (as
so redesignated) and inserting in lieu thereof 'clinical training and in-
struction and establish and maintain clinical traineeships'.

"(10) Section 434(c) (2) of such Act is amended by inserting '(other
than research training for which National Research Service Awards may
be made under section 472)' after .'training' the first time it occurs.

"(11) Sections 433(a), 444, and 453 of such Act are each amended by
striking out the second sentence thereof.

"(12) The heading for part I of title IV of such Act (as so redesignated
by section 103) is amended by striking out 'Administrative' and inserting
in lieu thereof 'General'.

"(b) The amendments made by subsection (a) shall not apply with respect
to commitments made before the date of the enactment of this Act by the
Secretary of Health, Education, and Welfare for research training under the
provisions of the Public Health Service Act amended or repealed by subsection
(a).

"SEX DISCRIMINATION

"SEC, 105. Section 799A of the Public Health Service Act is amended by
adding at the end thereof the following: 'In the case of a school of medicine
which

" '(1) on the date of the enactment of this sentence is in the process of
changing its status as an institution which admits only female students to that
of an institution which admits students without regard to their sex, and

" ' (2) is carrying out such change in accordance with a plan approved by
the Secretary,
the provisions of the preceding sentences of this section shall apply only with
respect to a grant, contract, loan guarantee, or interest subsidy to, or for the
benefit of such a school for a fiscal year beginning after June 30, 1970:

"FINANCIAL b/STRESS GRANTS

"SEc. 106, Section 773(a) of the Public Health Service Act is amended (1)
by striking out '$10,000,000' and inserting in lieu thereof '$15,000,000', and (2)
by striking out '1972' each place it occurs in the last sentence thereof and
inserting in lieu thereof '1974',

, 1 .
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norrPBOTECTION HUM4N SUBJECTS Or BIOMEDICAL AND BEHAVIORAL
RESEARCH

"Part A-- National Commission for the P:.otection of HumanSubjects of
Biomedical and Behavioral Research

"ESTABLISHMENT OF COMMISSION

"SEC, 201, (a) There is established a Commission to be known as the National
Commission for the Protection of Human Subjects of Biomedical and Behavioral
Research (hereinafter in this title referred to as the 'Commission').

"(b) (1) The Commission shall be composed of eleven members appointed by
the Secretary of Health, Education, and Welfare (hereinafter in this title
referred to as the 'Secretary'). The Secretary shall select members of the
Commission from individuals distinguished in the fields of medicine, law,
ethics, theology, the biological, physical, behavioral and social sciences, philoso-
phy, humanities, health administration, government, and public affairs; but
five (and not more than five) of the members of the Commission shall be indi-
viduals who are or who have been engaged in biomedical or behavioral research
involving human subjects. In appointing members of the ComMission, the Sec-
retary shall give consideration to recommendations from the National Academy
of Sciences and other appropriate entitles. Members of the Commission shall be
appointed for the life of the Commission. The Secretary shall appoint the
members of the Commission within sixty days of the date of the enactment
of this Act.

"(2) (A) Except as provided in subparagraph (B), members of the Com-
mission shall each be entitled to receive the daily equivalent of the animal
rate of the basic pay in effect for grade GS-1.3 of the General Schedule for
each day (including traveltime) during which they are engaged in the actual
performance of the duties of the Commission.

"(B) Members of the Commission who are full-time officers or employees. of
the United States shall receive no additional pay on account of their service
on the Commission,

"(C) While away from their homes or regular places of business in the
performance of duties of the Commission, members of the Commission shall
be allowed travel expenses, including per diem in lieu of subsistence, in the
same manner as persons employed intermittently in the Government service
are allowed expenses under section 5703(b) of title 5 of the United States
Code,

"(e) The chairman of the Commission shall be selected by the members of
the Commission from among their number.

"(d) (1) The Conunission may appoint and fix the pay of such staff personnel
as it deems desirable. Such personnel shall be appointed subject to the provi-
sions of title 5, United States Code, governing appointments in the competitive
service, and shall be paid in accordance with ,the provisions of chapter 51 and
subchapter III of chapter 59 of such title relating to classification and General
Schedule pay rates.

"(2) The Commission may procure temporary and intermittent services to
the same extent as is authorized by section 310D(b) of title 5 of the United
States Code, but at rates for individuals not to exceed the daily equivalent, of
the annual rate of basic pay in effect for grade GS-1$ or the General Schedule,

"Ssc, 202. (a) The Commission shall carry out the following :
"(1) (A) The Commission shall (i) conduct a comprehensive investiga-

tion and study +0 identify the basic ethical principles which should under-
lie the conduct of biomedical and behavioral research involving human
subjects, (ii) develop guidelines which should be followed in such research
to assure that it is conducted in accordance with such principles, and
(III) make recommendations to the Secretary (I) for such administrative
nation as may be appropriate to apply such guidelines to biomedical and
behavioral research conducted or supported under programs administered
by the Secretary, and (II) concerning any other matter pertaining to the
protection of human subjects of biomedical and behavioral research,

"(B) In carrying out subparagraph (A), the Commission shall consider
at least the following

" (I) The boundaries between biomedical or behavioral research involv-
ing human subjects and the accepted and routine practice of medicine,

survivingstraightinc.com



153

"(ii) The role of assessment of risk - benefit criteria in the determination
of the appropriateness of research involving human subjects.

"(iii) Appropriate guidelines for the selection of human subjects for
participation in biomedical and behavioral research.

"(iv) The nature and definition of informed consent iri various research
settings.

. "(v) Mechanisms for evaluating and monitoring the performance of In-
stitutional Review Boards established in accordance with section 474 of
the Public Health Service Act and appropriate enforcement mechanisms
for carrying out their decisions,

"(C) The Commission shall consider the appropriateness of applying
the principles and gudelines identified and developed under subparagraph
(A) to the delivery of health services to patients under programs con-
ducted or supported by the Secretary.

"(2) The Commission shall identify the requirements. for informed
consent to participation in biomedical and behaVioral research by children,
prisoners, and the institutionalized mentally infirm. The Commission shall
investigate and study biomedical and behavioral research conducted or
supported under programs administered by the Secretary and involving
children, prisoners, and the institutionalized mentally infirm to determine
the nature of the consent obtained from such persons or their legal repre-
sentatives before such persons were involved in such research ; the ade-
quacy of the information given them respecting the nature and purpose of
the research, procedures to be used, risks and discomforts, anticipated
benefits from the research, and other matters necessary for informed con-
sent ; and the competence and the freedom of the persons to make a choice
for or against involvement in such research. On the basis of such investi-
gation and study the Commission shall make such recommendations to
the Secretary as it determines appropriate to assure that biomedical and
behavioral research conducted or supported under programs administered
by him meets the requirements respecting informed consent identified by
the Commission. For purposes of this paragraph, the term 'children' means
individuals who have not attained the legal age of consent to participate
in research as determined under the applicable law of the jurisdiction in
which the research is to be conducted ; the term 'prisoner' means individuals
involuntarily confined in correctional institutions or facilities (as defined
in section 001 of the Omnibus Crime Control and Safe Streets Act of
1908 (42 U.S.C. 3781) ; and the term 'institutionalized mentally infirm'
includes individuals who are mentally ill, mentally retarded, emotionally
disturbed, psychotic, or senile, or who have other impairments of a similar
nature and who reside as patients in an institution.

"(3) The Commission shall conduct an investigation and study to de-
termine the need for a mechanism to assure that human subjects in
biomedical and behavioral research not subject to regulation by the Sec-
retary are protected. If the Commission determines that such a mechanism
is needed, it shall develop and recommend to the Congress such a mecha-
nism. The Commission may contract for the design of such a mechanism
to be included in such recommendations,

"(b) The Comtnission shall conduct an investigation and study of the
nature and extent of research involving living fetuses, the purposes for
which such research has been undertaken, and alternative means for achiev-
ing such purposes. The Commission shall, not later than the expiration of
the 4month period beginning on the first clay of the first month that
follow Ale date on which all the members of the Commission have taken
office, recommend to the Secretary policies defining the circumstances (if
any) under which such research may be conducted or supported.

"(e) The Commission shall conduct an investigation and study of the
use of psychosurgery in the United States during the live-year period ending
December' 31, 1972. The Commission shall determine the appropriateness
of its use, evaluate the need for it, and recommend to the secretary policies
defining the circumstances (if any) tinder which its use may be appropriate.
For purposes of this paragraph, the term 'psychosurgery' means brain
surgery on (1) normal brain tissue of an individual, who does not stiffer
from any physical disease, for the purpose of changing or controlling the
behavior or emotions of such individual, or (2) diseased brain tissue of
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an individual, if the sole object of the performance of such surgery is to
control, change, or affect any behavioral or emotional disturbance of such
individual, Such term does not include brain surgery designed to cure or
ameliorate the effects of epilepsy and electric shock treatments.

"(d) The Commission shall make recommendations to the Congress respecting
the functions and authority of the National Advisory Council for the Protection
of Subjects of Biomedical and Behavioral Research to be established under
section 217(f) of the Public Health Service Act.

"SPECIAL STUDY

"SEC. 203. The Commission shall undertake a comprehensive study of the
ethical, social, and legal implications of advances in biomedical and behavioral
research and technology. Such study shall include---

"(1) an analysis and evaluation of scientific and technological advances
in past, present, and projected biomedical and behavioral research andservices;

"(2) an analysis and evaluation of the implications of such advances,
both for individuals and for society ;

"(3) an analysip and evaluation of laws and moral and ethical principles
governing the use of technology in medical practice;

"(4) an analysis and evaluation of public understanding of and attitudes
toward such implications and laws and principles ; and

"(5) an analysis and evaluation of implications for public policy of such
findings as are made by the Commission with respect to advances in
biomedical and behavioral research and technology and public attitudes
toward such advances.

"ADMINISTRATIVE PROVISIONS

"Sm. 204, (a) The Commission may for the purpose of carrying out its
duties under sections 202 and 203 hold such hearings, sit and act at such
times and places, take such testimony, and receive such evidence as the
Commission deems advisable.

"(h) The Commission may secure directly from any departinent or agency
of the United States information necessary to enable it to carry out its duties.
Upon the request of the chairman of the Commission, the head of such depart-
ment or agency shall furnish such information to the Commission.

"(c) The Commission shall not discicse any information reported to or
otherwise obtained by it in carrying out its duties which (1) identifies any
individual who has been the subject of an activity studied and investigated
by the Commission, or (2) which concerns any information which contains
or relates to a trade secret or other matter referred to in section 1905 of
title 18 of the United States Code.

"(d) Except as provided in subsection (b) of section 202, the Commission
shall complete its duties under sections 202 and 203 not later than the expira-
tion of the 24-montli period beginning on the first day of he first month
that follows the date on which all the members of the Commission have taken
of The Commission shall make periodic reports to the President, the Con-
gress, and the Secretary respecting its activities under sections 202 and 203
and shall, not later than ninety days after the expiration of such 24-month
period, make a final report to the President, the Congress, and the Secretary
respecting such activities and including its recommendations for administrative
action and legislation.

"(e) The Commission 'shall cease to exist thirty days following the sands-
slou of its final report pursuant to subsection (d),

"DUTIES OP ME SECRETARY

"Sse. 205. Within 00 days of the receipt of any recommendation made by
the Commission under section 202, the Secretary shall publish it in the Federal
Register and provide opportunity for interested persons to submit written data,
Views, and arguments with respect to such recommendation. The Secretary
shall consider the Commission's recommendation and relevant matter submitted
with respect to it and, within 180 days of the date of its publication in the

Q
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