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Administration (FDA) is issuing
regulations to provide protection for
human subjects of clinical investigations
conducted pursuant to requirements for
prior submission to FDA or conducted in
support of applications for permission to
conduct further research or to market
regulated products. The regulations
clarify existing FDA requirements
governing informed consent and provide
protection of the rights and welfare of
human subjects involved in research
activities that fall within FDA's
jurisdiction.

EFFECTIVE DATE: July 27, 1961

FOR FURTHER INFORMATION CONTACT:
John C. Petricciani, Office of the
Commissioner (HFB-4), Food and Drug
Administration, 8800 Rockville Pike,
Bethesda, MD 20205, 301-496-8320,
SUPPLEMENTARY INFORMATION:

In the Federal Register of August 14,
1979 (44 FR 47713), the Commissioner of
Food and Drugs proposed regulations
concerning standards of informed
consent. FDA believed that a complete
revision of its requirements relating to
informed consent is needed because (1)
current regulations had not been
comprehensively reviewed in 12 years:
(2) actions by the Department of Health
and Human Services (HHS) and the

s suggested the need for, and
desirability of, strengthening and
clarifying informed consent
requirements as they apply to research
that involves human subjects and is
intended for submission to FDA; (3)
wherever possible, informed consent
requirements adopted by FDA should be
identical to, or compatible with, HHS
regulations; (4) the General Accounting
Office (GAQ) has recommended
changes in current FDA regulations; (5)
Congress, in enacting the Medical
Device Amendments of 1976 (Pub. L. 94~
295, 90 Stat. 539-583), required that
informed consent be obtained before an
investigational device is used on a
human subject; (6) FDA's Bioresearch
Monitoring Program could be conducted

more efficiently and effectively with
uniform, agency-wide requirements for
informed consent; and (7) FDA
regulations should take into account the
recommendations of the National
Commission for the Protection of Human
Subjects of Biomedical and Behavioral
Research (National Commission)
regarding institutional review boards
{IRB's) and informed consent, published
in the Federal Register of November 30,
1978 (43 FR 56174).

FDA allowed 90 days for comment on
the proposal of August 14, 1979 (44 FR
47713). In addition, FDA held three open
hearings to give the public an
opportunity to comment on both the
informed consent proposal and the IRB
proposal that was reproposed in the
same issue of the Federal Register (44
FR 47699). The hearings were held in
Bethesda, MD, on September 18, 1979,
San Francisco, CA, on October 2, 1979,
and Houston, TX, on October 18, 1979.
The comments received at the hearings
and the hearing transcripts were made a
part of the record of this regulation and
are on file in the Dockets Management
Branch (formerly the Hearing Clerk's
office) along with the written comments
received in response to the proposal.
Comments were received from clinical
investigators, institutional review
boards, trade associations, professional
societies, drug companies, and private
citizens. The substantive comments
received and FDA's conclusions about
them are discussed below.

General Comments

1. Many comments suggested that
FDA's informed consent requirements
should be identical to the informed
consent requirements adopted by HHS,

FDA agrees that uniformity of
requirements is desirable and that
uniform requirements would be less
confusing to investigators who
frequently may conduct both research
funded by HHS and research involving
FDA-regulated products. The substance
of the informed consent requirements of
the two regulations, with minor
differences, therefore, is identical. The
minor differences in wording reflect that
(1) Part 50 is an interlocking but
separate part of FDA's bioresearch
monitoring regulations (2) purely
behavioral research is not regulated by
FDA, and (3) HHS has promulgated its
IRB and informed consent requirements
together in one subpart which was
published in the January 26, 1981 issue
of the Federal Register. FDA's
bioresearch monitoring reguiations
when complete will contain separate
requirements for and clarify the
responsibilities of IRB's, clinical
investigators, sponsors and monitors,
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and nonclinical testing laboratories.
FDA does not anticipate that clinical
investigators will find the informed
consent requirements contained in 21
CFR Part 50 confusing in relationship to
the informed consent requirements
contained in 45 CFR Part 46.

2. The preamble to the FDA proposal
of August 14, 1879 (44 FR 47713) contains
an extensive discussion of the history
and evolution of the concept of informed
consent. FDA pointed out in that
discussion that the informed consen!
provisions for investigational drugs and
antibiotics contained in sections 505(i)
and 507(d)(3) of the Federal Food, Drug,
and Cosmetic Act (21 U.S.C. 355(i) and
357(d)(3)) (the act) differed from the
provisions for investigational devices
contained in section 520(g)(3)(D) of the
act (21 U.S.C. 360j(g)(3)(D)).

The majority of comments received in
response to FDA's proposal to establish
uniform requirements patterned upon
section 520(g)(3)(d) of the act were in
favor of uniformity. In fact, most
comments favored uniform requirements
not only for FDA-regulated research but
for all research subject to the
regulations of either FDA or HHS. One
commeént, however, questioned FDA's
legal authority to conform the statutory
requirements of sections 505, 507, and
520 of the act, but commended it, stating
that the application of a uniform set of
standards for informed consent for all
clinical investigations would eliminate
some of the confusion which has
resulted from the promulgation of
varying and sometimes inconsisten!
policies. Another comment stated tha!
absent a single set of regulations,
regulatory chaos would result,
unintentional noncompliance would be
likely, and the aims of subject protection
would be defeated. Two comments
argued that because the act established
standards for investigations involving
drugs that differ from the standards
established for investigations involving
devices, FDA should perpetuate the
different standards in its informed
consent regulation. Neither of these
comments argued that the concep! of
informed consent had not changed since
the Drug Amendments were enacted in
1962, and neither comment offered any
particular investigational situation in
which they thought an investigator
might reasonably determine, as
provided in sections 505(i) and 507(d) of
the act, that obtaining informed consent
would not be “feasible” or “in an
investigator's professional judgment.
[would be] contrary to [a subject’s] best
interests.”

Only one of the comments objecting 10
the promulgation of a single standard
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offered any extensive rationale for the local standards of informed consent, regarding the practice of medicine

objection raised. This comment argued
that FDA should perpetuate in its
informed consent regulation, the
“therapeutic privilege" exemption
provided by Congress when it enacted
the 1962 Drug Amendments. This
comment stated that in choosing to
disregard the “therapeutic privilege"
exemption, FDA was intruding into both
the realm of congressional prerogative
and the practice of medicine.

According to this comment, the
circumstances in which the “therapeutic
privilege” ought to apply, were as
follows:

*+ * * A departure from the absolute
requirement of informed consent is
neessitated when “patient psychology” is
such that a physician must be free to use a
new therapeutic measure, without obtaining
the patient’s informed consent, if in his
judgment it offers help of saving life, re-
establishing health, or alleviating suffering.
When a drug is being used ina cal
investigation primarily for treatment, the
circumstances call forth the standards
pertinent to the traditional physician-patient
relationship, instead of those applicable to
pure research. (Emphasis added.)

Basically, this comment assumes that
a clinical investigation which involves
an investigational article used primarily
for treatment is not really an
“investigation” at all, but is simply “the
practice of medicine,” and the basic
objection expressed séems to be that
oblaining informed consent could
unjustifiably frighten patients away .
from participation in an investigational
study that might provide significant
benefits for that individual and/or
society as a whole, while presenting
little or no risk to the individual
participant,

FDA has considered the objections
raised by these comments, has
conducted an extensive review of the
current legal requirements for informed
consent in the treatment as opposed to
the investigational/experimental setting,
and finds, for the reasons discussed
below, that the uniform approach
proposed is justified.

The “therapeutic privilege” in the
context of experimentation has been
subject to increased criticism in recent
%’\cars. In a paper on the Law of Informed

-onsent prepared for the National
Commission for the Protection of Human
Subjects of Biomedical and Behavioral
ff»awarch (Ref, 7), the authors concluded

at nondisclosure based upon a
Pliysician’s judgment that it is not in the
Patient’s best interest to know. should
L\'!txl'cr be allowed in the experimental

etling,

The authors of this report, who
surveyed international, Federal, and

concluded that because the purpose of
the “therapeutic privilege” doctrine was
to make sure that patients get treatment
that physicians believe they need, it
could have no application to
nontherapeutic experimentation where
no treatment is involved. The authors
also concluded that,

* * * Because of the great potential for
abuse, e.g., the withhol of information for
convenience or to assure the patient will not
reject the treatment, and because the
probability of success with an experimental
treatment is either not known or very low, .
this exception should also not be permitted in
the case of therapeutic experimentation.
Indeed, as has been noted by a number of
commentators, in this situation the physician-
experimenter may have much more ability to
obtgin consent for an experiment than he
would have from & normal volunteer who
neither has an established dependency
relation with him nor expects that the

posed experiment might be personally
g:uaﬁdal to him. As Professor Alexander
Ca has observed: The “normal
volunteer” solicited for an experiment is in a
good position to consider the physical,
mchological. and monetary risks and

efits to him when he consents 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 for pas! care
(emoti: y as well as financially) and on
whom he is probably dependent for his future
well-being. The procedure may be offered,
despite unknown risks, because more
conventional methods have proved
ineffective. Even when a successful but slow
recovery is being made, patients offered new
therapy often have eyes only for its novelty
and not for the risks.

In order to protect self-determination and
romote rational decision-making, more, not
ess, information should probably be required
to be disclosed in the experimental therapy

situation than in the purely experimental
setting with a normal volunteer (Ref. 7).

FDA agrees with the findings
contained in the special report on the
Law of Informed Consent, The standard
of practice regarding informed consent
promulgated by Congress in the Drug
Amendments of 1962 was the standard
that prevailed at that time, It is not the
standard of practice today. FDA is
concerned that research subjects be
adequately protected from abuses of the
kind that have taken place in the past
(44 FR 47713-17); and is convinced that
one way to prolect research subjects
against abuse is to ensure that they have
the opportunity to be adequately
informed before they consenl to
participate.

FDA does not believe that
promulgating a single standard that
reflects both current congressional
thinking and current standards

representg an unreasonable
encroachment upon the prerogatives of
either Congress or the medical
community. Congress expressly
recognized at the time the Medical
Device Amendments of 1976 were
passed that, in view of changing social
policy and advancing biomedical
technology, the informed consent
provisions of the Medical Device
Amendments should be implemented
through regulations based upon the
recommendations to be made by the
National Commission (Ref. 2). Indeed,
the very purpose for which Congress
established the National Commission
was 1o assure a thorough review of the
basic ethical principles underlying the
conduct of biomedical and behavioral
research (44 FR 477186).

FDA believes that the regulation does
not encroach upon the prerogatives of
the medical community because a
review of court decisions which have
involved informed consent casts doubt
on whether the so-called “therapeutic
privilege" to dispense with informed
consent has any continued viability
even in the standard practice of
medicine. With increasing frequency,
courts have held that when a patient is
harmed by a treatment to which he or
she might not have consented had he or
she been adequately informed of the
risks involved in that treatment, the
doctor's failure to obtain informed
consent may result in a finding of
liability for negligence. In Cobbs v.
Grant, 8 Cal. 3d 229, 502 P.2d 1 (1972),
the California Supreme Court discussed
at length the thesis that medical doctors
ere invested with discretion to withhold
information from their patients and
found that discretion to be extremely
limited, stating that, “it is the
prerogative of the patient, not the
physician, to determine for himself the
direction in which he believes his
interests lie. To enable the patient to
chart his course knowledgeably,
reasonable familiarity with the
therapeutic alternatives and their
hazards becomes essential.” Cobbs,
supra, at 242-243. The California Court
held that a duty of reasonable disclosure
of the available choices with respect to
proposed therapy and of the dangers
inherently and potentially involved in
each choice was an "integral part of the
physician's overall obligation to the
patient." Cobbs, supra, at 243, Under the
Cobbs rationsle, a patient’s informed
consent is an absolute requirement
except in an emergency situation or ina
situation in which the patient is a child
or incompetent, in which case consent is
either implied or sought from a legal
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guardian. Thus, in Cobbs, the California
Court found that consent of the quality
required by this regulation should have
been obtained from the patient and that
it was the patient's prerogative to make
the treatment decision based upon
adequate information, not the
physician's prerogative to limit the
patient's choices by limiting the
information provided. See generally,
Pharmaceutical Manufacturers v. Food
Drug Administration, 484 F. Supp. 1179,
1188 (D. Del. 1980).

The subject of negligence and
informed consent is also discussed at
length in Canterbury v. Spence, 464 F.2d
772 (D.C. Cir. 1972), cert. denied, 409
U.S. 1064 {1972), an action involving,
among other things, the sufficiency of
the information provided to a patient.

with the fundamental premise

that, “every human being of adult years
and sound mind has a right to determine
what shall be done with his own body,"
the Canterbury court defines “true
consent” as the informed exercise of a
choice that, in turn, entails an
opportunity to evaluate knowledgeably
the options available and the risks
attendant upon each. Canterbury, supra,
at 780. The Canterbury court flatly
rejected the suggestion that disclosure of
risk be discretionary with the physician,
stating that any definition of the scope
of disclosure purely in terms of a
“professional standard” would be “at
odds with the patient’s prerogative to
decide on projected therapy himself."
Canterbury, supra, at 786. The
Canterbury court discussed two
exceptions to the general rule of
disclosure—{1) when the patient is
unconscious or otherwise incapable of
consenting and (2) when risk-disclosure
would be so detrimental as to be
unfeasible from a medical point of view.
The latter exception, according to the
court, mus! be carefully circumscribed,
“for otherwise it might devour the
disclosure rule itself. The privilege does
not accept the parternalistic notion that
the physician may remain silent simply
because divulgence might prompt the

tient to forego therapy the physician

Is the patient really needs."
Canterbury, supra, at 789. The court did
not further elucidate the second
exception to disclosure other than to
limit it to situations in which the
patient’s reaction to risk information is
“menacing." /d. What, precisely, the
court meant by “menacing” is not clear.
A Massachusetts Court, however, has
found that although disclosure of the
potential side-effects of a medication
might be “frightening” to a mental
patient, that fact alone would not justify

a failure to inform. See Rogers v. Okin,
478 F. Supp. 1342, 1387 (D. Mass. 1979).
Both Cobbs and Canterbury were
decided in 1972, Since 1972 it has
become increasingly clear that a lack of

. informed consent will result in

actionable negligence where injury
results, and that the physician’s duty to
inform includes a duty to impart
information sufficient to enable a
patient to make an informed decision.
The courts recognize that standard of
informed consent has evolved and that
the standard now requires full
disclosure in all but the exceptional
case. See Dessi v. United States, 489 F.
Supp. 722 (E.D.Va. 1980); Rogers v. Okin,
478 F. Supp. 1342 (D. Mass. 1979).

It is not for the medical profession to
establish a criterion for the
dissemination of information to the
patient based upon what doctors feel
the patient should be told. See Lambert
v. Park, 597 F.2d 236, 239 n.7 (10th Cir.
1979). According to Lambert, a standard
that requires all material risks to be
divulged,

* * * Insures the important social policy
underlying informed consent, that is, a
E::ylldan should be required to disclose to

s patients all material risks of a proposed
procedure even if other doctors in the
community or specialty would not have made
50 full a disclosure. This is simply an
application of the well-known tort doctrine
that proof of compliance with the applicable
“industry” standard will not insulate a
defendant from Hability when the standard
itself is inadequate, /d at 238-239.

1t seems clear that the current
standard of care as defined by case law
requires disclosure in the ordinary case
of exactly the kind required by this
regulation. If such full disclosure is
required for nonexperimental treatment,
it can hardly be argued that it can be
dispensed with when the treatment is
experimental. See Ahern v. Veterans
Administration, 537 F. 2d 1098 (10th Cir.
1976). The agency, therefore, reaffirms
its proposal of a uniform standard
governing informed consent.

3. Several comments questioned the
applicability of these regulations to
studies conducted outside the United
States. A few comments stated that
standards of protection for human
subjects may vary from country to

+ country, and that the United States

should not impose its standards on other
countries when the human subjects
come from those foreign countries in
which the studies are being conducted.
FDA agrees with the comments, and
notes that its policy regarding
investigational studies involving drugs
and biological products is set out in
§ 312.20 Clinical data generated outside
the United States and not subject to a

“Notice of Claimed Investigational
Exemption for a New Drug” (21 CFR
312.20). The policy regarding foreign
studies and the background to § 312.20
was set out in detail in the preambles to
the proposed and final regulation. See 33
FR 24220; September 6, 1973, and 40 FR
16053; April 9, 1975, The agency's policy
regarding studies of investigational
devices conducted outside the Untied
States is similar to that for drugs and
biological products and is discussd in
the preamble to the recent proposal to
establish procedures for the premarket
apgroval of medical devices (PMA),
published in the Federal Register of
December 12, 1980 {45 FR 81769).
Proposed § 814.15 of the PMA proposal
states the agency policy concerning
devices.

The Proposed Regulation

Part 50 will apply to all clinical
investigations regulated by the Food and
Drug Administration under sections
505(i), 507(d), and 520(g) of the act, as
well as to clinical investigations that
support applications for research or
marketing permits for products regulated
by FDA. These provisions are contained
in § 50.1 (21 CFR 50.1) which was
promulgated with Subpart C—
Protections Pertaining to Clinical
Investigations Involving Prisoners as
Subjects published in the Federal
Register of May 30, 1980 (45 FR 36386).
When complete, Part 50 will contain all
of FDA's regulations concerning the
Protection of Human Subjects.

The August 14, 1979 proposal contains
all of the definitions applicable to Part
50. The definition of “application for
research or marketing permit” (21 CFR
50.3(b)) was made final at the same time
as Subpart C—Protections Pertaining to
Clinical Investigations Involving
Prisoners as Subjects (45 FR 36396), and
therefore, is not included here. The
definition of that term also may be
found as part of Part 56 on Institutional
Review Boards (IRB's) which is
published elsewhere in this issue of the
Federal . The definitions made
final here are co t with those
made final with Part 56, and many of the
comments received in response to the
IRB proposals were similar to the
comments received in response to the
Informed Consent proposal. A
discussion of the definitions other than
“application for research and marketing
permit,” and comments received in
response to this and 1o the prisoner
research proposal follow:

4. Several comments suggested tha!
the proposed definition of clinical
investigator in § 50.3(c) was too broad
and should be limited through the
explicit exclusion of particular kinds of
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research such cs that involving minimal
risk.

FDA disagrees. The National
Commission stated that even in no-risk
or low-risk studies, respect for the rights
and dignity of human subjects would
require informed consent before
participation in any clinical
investigation. Informed consent is, as
stated in § 50.20, required in all research
subject to these regulations.

5. Two comments suggested that the
proposed wording of § 50.3(d) defining
“investigator” should be amended to
include the primary investigator who
might not be the person who actually
conducts the investigation or gives
immediate direction to those
administering or dispensing the test
article.

The agency agrees that an
investigation may be conducted b
several investigators and has m ed
the language of § 50.3(d]} to define the
torm more broadly. Added to the
definition is the language ** * * in the
event of an investigation conducted by a
team of individuals, is the responsible
leader of that team."

6. On its own initiative, FDA has
deleted proposed § 50.3(e) defining
“person” because the only time that it is
used in these ations is to refer to a
living individual. Although additional
definitions for the term are applicable to
other FDA regulations, they are not
applicable to informed consent.

7. One comment stated that proposed
§ 50.3(h) defining “subject” could be
interpreted to deny the administration of
i placebo or other control to an
unhealthy human.

The agency did not intend the
definition of subject to be ambiguous
and § 50.3(g) has been slightly modified
in this final rule. The definition now
clearly states that a subject participates
in a clinical investigation either as a
recipient of the test article or as a
control, .

8. Section 50.3(h) defining “institution"
replaces § 50.3(i) from the proposed
regulations, The revised definition is
consistent with the HHS definition and
includes any entity including
manufacturers, hospitals, and nursing
homes.

_ 9. The proposed definition of

institutionalized subject” has been
deleted from the final regulations.
Because the scope of coverage extends
'o human subjects, whether or not
institutiondlized, there is no need for a
separate definition for institutionalized
subjects at this time,

10. One comment questioned inclusion
of cosmetics in proposed § 50.3(k)
because cosmetics are not subject to
premarket approval and thereflore

should not be included in the definition
of “test article.”

The agency agrees and has deleted
the term from § 50.3(k) of the final rule,
defining “test article.”” Because cosmetic
studies are not submitted to FDA in
support of an application for research or
marketing permit, they are not subject to
Part 50.

11. One comment suggested that FDA
adzpt the HHS definition of “minimal
risk."”

FDA agrees with the comment, and
has revised the definition in § 50.3(1)
accordingly. This definition takes into
account the fact that the risks in the
daily life of a patient are not the same
as those of a healthy individual, and
uses the risks in daily life as the
standards for minimal risk.

12. Section 50.3(m) defining “legally
authorized representative” has been
revised slightly from the definition
progosed by FDA so that it is identical
to the HHS definition.

13. One comment on proposed § 50.20
suggested that incomprehensible
consent forms would be useless to
human subjects and that FDA should
require that information be
communicated to subjects in language
they can understand.

FDA agrees that information given to
human subjects should be in language
they can understand, and notes that the
National Commission also made this
recommendation. Section 50.20 has been
reworded to require that information
given to the subject or the subject’s
legally authorized representative be in
language that is understandable to the
subject or the representative.

14. One comment suggested that all
minimal risk studies be exempted from
the requirements for informed consent.

The agency does not agree. Both the
HHS regulations and the FDA
regulations reflect the belief that even
minimal risk studies require the
informed consent of human subjects
before they may participate in a
research study. Informed consent is,
therefore, a uniform requirement for all
investigational studies, no matter how
low risk an investigator may believe
them to be.

15. One comment suggested that the
IRB should determine when informed
consent would be necessary. Another
comment suggested that low-risk and
no-risk studies be exempted from the
requirament of informed consent.

FDA disagrees and rejects the
comments. Sections 505(i), 507(d} and
520{g) of the act (21 U.S.C. 355(i), 357(d)
and 380j(g)) require that FDA
promulgate regulations for the
exemption of drugs and devices for
investigational use. These sections of

the act direct FDA to promulgate
lations that will ensure that .
informed consent will be obtained from
each subject or each subject’s legally
authorized representative as a condition
to the issuance of the exemption. The
National Commission stated that even in
no-risk or low-rigk studies, respect for
the rights and ity of human sub'pccts
would require informed consent before
participation in any clinical
investigation. FDA agrees with this
position and requires that informed
consent be obtained from each subject
or representative before a subject may
participate in a clinical investigation.
The only exception from the
requirement which applies to individual
situations and not to categories of
studies as a whole, is the provision in
§ 50.23 for emergency use of a test
article.

16. One comment stated that FDA
lacked the authority to reject a study if
the requirement for informed consent
were not followed. The comment further
stated that in order for FDA to reject a
study, the noncompliance with the
regulatory requirements must affect the
scientific validity of the data generated.

FDA disagrees with the comment. The
Federal Food, Drug, and Cosmetic Act
also requires that these regulations have
due regard for the interests of patients
(21 U.S.C. 355(j)(1) and 21 US.C.
357(g)(1)) or be consistent with ethical
standards (21 U.S.C. 360j(g)(1)).
Therefore, FDA believes it possesses the
necessary statutory authority to reject
studies where informed consent has not
been obtained even though the scientific
validity of the data generated may not
have been affected, and It reserves the
right to do so where circumstances so
warrant,

17. Several comments argued that the
proposed requirements of § 50.21
concerning the effective date of the
regulations were too complicated, too
burdensome, and not really necessary
for the great number of studies. These
comments suggested that the revised
informed consent requirements apply
only to individuals entering a clinical
investigation after the effective date of
the regulation.

The agency has considered these
comments and agrees that only
prospective application of the new
uniform informed consent provisions
will be required. The requirements of
both Part 50 and Part 56 will become
effective at the same time, that is;‘luly
27,1981, and will be applicable only to
clinical investigations that begin on or
after this date.

In determining that the requirements
need apply only prospectively, the
agency has taken a number of factors
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into account. It has balanced the cost of
compliance against the possible added
protections to be by research
subjects, and has determined that the
potential cost of imposing the
requirements retroactively outweighs
the potential gain. The informed consent
rﬁ:ﬁons that will continue to be in
e until the effective date of Part 50
have assured that at least minimum
standards of informed consent have
been met in studies initiated before the
effective date of this regulation. In
addition, the agency believes that where
an inspection reveals deficiencies in the
informed consent obtained in a
icular ongoing study, correction can

¢ obtained administratively. Further, at
the time an IRB performs its continuing
review, the IRB may require correction
of deficiencies if, in its judgment, such
correction is required. The agency
believes, therefore, that prospective
application will be sufficient.

18. One comment on proposed
$ 50.23(a)(2), the exception provided for
situations in which communication with
the subject is not possible, stated that,
as written, the section could apply when
a subject spoke only a foreign language.

The agency does not agree. For the
exception to apply, all four requirements
of the subsection must be met. Inability
to communicate in the context of
§ 50.23(a) clearly means that the subject
is in @ coma or unconscious. The
exception is to be invoked only in

situations.
« 19, One comment stated that the
exception requirements of proposed
§ 50.23 were too restrictive and should
be modified to allow an investigator to
without consent in a nonlife-
threatening but “serious”

The agency does not agree. The
requirements of § 50.23 are based on
section 520(g)(3)(D) of the act. Those
requirements are quite explicit and
allow that consent be dispensed with
only if the emergency situation is “life
threatening.” The comment is rejected.

Elements of Informed Consent

Many comments were received on the
eleven basic and five additional items
proposed in § 50.25 as the elements of
informed consent. Many of these
comments suggested that there were too
many elements proposed. that they were
duplicative, and that they would simply
confuse research subjects. Other
comments suggested that the elements
proposed were too few and suggested
the addition of other items of
information to the list of elements
proposed. The individual comments are
discussed below.

20. Several comments said that the
statement that an IRB had approved the

solicitation of subjects to participate in
the research, required by proposed

§ 50.25(a)(1), could mislead human
subjects into thinking that because the
study had been approved by an IRB
there was no need for them to evaluate
for themselves whether or not they
should participate in the study.

FDA agrees with these comments and
has deleted this requirement from the
final tions. Proposed § 50.25(a)(1)
and (2) have been combined.

21. Several comments stated that the
proposed requirements contained in
§ 50.25(a)(2), regarding the scope and
aims of the research would require
explanations that were both too
complex and too lengthy to be
meaningful to subjects. Another
comment asserted that the word “scope”
was 50 vague as to be meaningless
while “aims" was synonymous with
“purposes.” All of these comments
suggested that § 50.25(a)(2) should be
simplified so that subjects receive only
meaningful information.

The agency agrees with the comments
and has rewritten the section for clarity.
The requirement now reads: “an
explanation of the purpose of the
research and the expected duration of
the subject’s participation, a description.
of the procedures to be followed, and
identification of those procedures which
are experimental.” :

22. Several comments on proposed
§ 50.25(a)(3) (renumbered as
§ 50.25{a)(2) in the final rule) abjected to
including a statement of the likely
results if an experimental treatment
should prove ineffective. A few
comments pointed out that in some
studies involving cancer
chemotherapies, it would be unkind to
include such a statement in the informed
consent document because the likely
result of ineffective treatment would be
death, Other comments pointed out that
an explanation of the likely results of an
ineffective treatment would not be
applicable in a study of normal, healthy
volunteers because there would be no
difference to them if the treatment
failed.

FDA agees with the comments and
has deleted the specific language
regarding ineffective treatment from the
regulation. The agency points out,
however, that if an ineffective treatment
would result in either a foreseeable risk
or discomfort it would have to be
described in any case under
§ 50.25(a)(2).

23. One comment on proposed
§ 50.25(a)(3). (4), and (5) suggested that
investigators should be required, where
possible, to give test subjects quantified
comparative estimates of risks and

-

benefits of experimental and alternative
treatments.

FDA agees that, were it always
possible to quantify the risks, benefits,
and comparative treatments for
purposes of estimation, such |
quantification would be required. The
basis elements represented by
§ 50.25(a)(2), (3), and {4), do require that
human subjects be given a description of
any reasonably foreseeable risks or
discomforts, benefits, and a disclosure
of appropriate alternative procedures or
courses of treatment. FDA believes that
where such descriptions or disclosures
can contain quantified comparative
estimates of risks and benefits, they
should do so. Where such well-defined
estimates are not possible, however, the
agency believes that the information
required to be disclosed will be
sufficient. The agency does not believe
that imposing such a strict requirement
for every case would be realistic or
appropriate.

24. One comment stated that FDA's
preliminary assessments of an
experimental drug's therapeutic
significance should routinely be made
available to subjects of drug testing and
that this should be included as a basic
element of informed consent,

FDA does not agree. FDA's
preliminary assessment of the
therapeutic significance of an
experimental drug or device is based on
the same data that are available to an
IRB at the time of its initial or continuing
review. To the extent that an IRB
believes that preliminary data
assessment is appropriate to include in
a consent form, it may so require.

25. One comment on proposed
§ 50.25(a)(4) (§ 50.25(a)(3) in the final
rule) urged the agency to add a specific
requirement that a subject be told if itis
reasonably anticipated that the study
will neither improve nor relieve his or
her condition.

The agency does not agree that such
specific language need be added.
Adequate disclosure of risks :

(§ 50.25(a)(2)), benefits (§ 50.25(a)(3)).
and appropriate alternative treatmen!s
(§ 50.25{a)(4)) will provide sufficien!
information to a subject to enable the
subject to decide whether or not to

participate. When use of a test article

clearly will not benefit a particular
condition, that fact should be made
known as a reasenably foreseeable risk.
26. One comment stated that the
requirement that benefits be described
would be meaningless to normal,
healthy volunteers because they would
receive no benefit, and therefore,
8 ted that this requirement be
deleted from § 50.25(a) and included in
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§ 50.25(b). Additional elements of FDA agrees with the comments and of subject privacy, and FDA does not
informed consent. has substituted "significant new routinely inspect subject records.

FDA rejects the comment. The agency
believes that even if subjects receive no
personal benefit from the study, others
may receive some benefit, and, where it
may reasonably be expected that others
may benefit, that information shotild be
disclosed.

27. One comment on proposed
§ 50.25(a)(5) (§ 50.25(a)(4) in the final
rule) stated that a mere disclosure of
appropriate alternative treatments
would not be sufficient, and suggested
that an investigator should have to
describe the risks and benefits of such
glternatives.

The agency believes that the
requirement, as worded, is sufficient.
Any explanation of “appropriate
alternative treatments™ that did not
conlain some explanation of the risks
and benefits of the alternatives would
not be a true “disclosure.” The agency
believes that the foll description sought
by the comment is required by the
element as written.

28. Another comment on proposed
§ 50.25(a)(5) suggested that the consent
form should merely state that
alternative treatments are available.

FDA disagrees and rejects the
comment because it is important for a
human subject to have specific
Information about alternative treatments
in order to evaluate the risks and
benefits of experimental treatment.
Therefare, except for being renumbered,

§ 50.25(«)(4) remains unchanged in the
final regulation.

29, Several comments on
§ 50.25(a){6) suggested that a stalement
that "new information™ developed
during the course of the research be
provided to the subject, would not be
ippropriate in every study. In particular,
these comments stated that such a
slalement would be irrelevant to either
a single-dose clinical study or a study of
extremely short duration,

FDA agrees that the statement should
not be required in every case and has,
therefore, made this provision an
“additional” element to be required
when appropriate and is issuing it as
§ 50.25(b)(5) in the final rule. When
appropriate, in this case, will mean in
every study of sufficient duration, which
the agency believes can be decided by
the IRB,

30. Several comments on d
i\‘:")’ 53(?)(6) silaled I.hual the mw

ormation” is too all-encompass

and would be extremely d?Ml t:)ns
nterpret. A few comments suggested
"t “significant new findings” would be

i appropriate substitute for “new
informatign,**

findings" for “new information.” Thus,
only relevant substantive information
that might affect a subject’s willingness
to continue participation in the study
need be communicated.

31. One comment stated that proposed
§ 50.25(a)(6) was unnecessary because it
is implicit in every clinical investigation
that an ethical and conscientious
researcher would inform subjects if new
risks or side effects were noted. One
comment suggested that the requirement
was unnecessary because other
regulations require prompt notification
and withdrawal of treatment following
the occurrence of serious adverse
reactions.

FDA disagrees with these comments.
FDA believes that an investigator
should be required to advise subjects of
new risks or adverse reactions that may
affect the subject's willing and
continued participation in the study.
Therefore, even though an ethical
investigator would notify subjects of
newly determined risks or adverse
reactions, and other regulations ire
prompt reporting to the IRB and of
these findings, FDA believes that the
investigator should be explicitly :
required to tell subjects of significant
new findings, when necessary and
appropriate: The comments are rejected.

32. A number of comments objected to
the requirement, contained in proposed
§ 50.25(a)(7) (§ 50.25(a)(5) in the final
rule), that research subjects be informed
in advance of their participation in an
investigation that FDA may inspect the
subject’s records. Several of these
comments asserted that if subjects were
so informed they would refuse to
participate in FDA-related
investigations.

The agency does not believe that
telling subjects that their records might
be inspected by FDA will be a serious
deterrent to subject participation.
Medical records are frequently subject
to third party review (e.g., insurance
companies) and, although it may be true
that informing potential subjects that
study records may be inspected by FDA
may deler some subjects from
participation, that fact can scarcely be
cited as a reason not to inform. Indeed,
it is particularly important that any
subject who feels strongly that his or her
study records ought not be seen by
anyone other than the clinical
investigator be told ahead of time that
an expectation of total privacy is not
realistic in the context of clinical
research being conducted for
submission to FDA.

As discussed in the preamble o the
proposal, FDA believes in the protection

However, the agency must inspect such
records when it has reason to believe
that the consent of the subjects was not
obtained or when there is reason to
believe that the study records do not
represent actual studies or do not
represent actual results obtained, Where
an individually identifiable medical
record is copied and reviewed by the
agency, the record is properly
safeguarded within FDA and is used or
disseminated under conditions that
protect the privacy of the individual to
the fullest possible extent consistent’
with laws relating to public disclosure of
information {e.g.. Freedom of
Information Act and Privacy Act) and
the law enforcement responsibilities of
the agency. Clinical studies are
submitted to FDA to obtain an approval
to market a regulated product, and the
agency must be able to verify the basis
for an approval whenever either a
question of validity of resuits or subject
rights arises. Moreover, not all raw data
praduced in the course of a clinical
investigation involves “patient records”
of the kind envisioned by many of the
comments. Many clinical investigations
are short-term and involve subjects who
may or may not be patients. There may
or may not be a doctor-patient
rclationship between the clinical
investigator and the subject and there
may or may not be an expectation on
the part of the subject that the records of
his or her participation in the
investigation will be treated as
confidential. Subjects who participate in
clinical investigations are frequently
paid to participate, and, in such cases,
the relationship between the
investigator and the subject will be a
contractual one. For example, in those
cases in which a sponsor or monitor will
review the subjects’ records, the
subjects should be so informed. It is
particularly important that any subject
who has an expectation of privacy
regarding the subject’s records of
participation in FDA-regulated research
be informed about the extent to which
these records will be kept confidential
so that any subject who feels strongly
about the records may refuse to
participate. The agency believes that
providing this information to a subjec! is
both fair and necessary. The motivation
of subjects who participate in clinical
research varies widely, and the agency
does not believe that providing this
information will prevent vast numbers
of subjects from agreeing to participate.
The comments do not require any
change in § 50.25(a)(5).
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33. Several of the comments on
proposed § 50.25(a)(7) objected that the
requirement of a notice in the consent
document that FDA might inspect
subject records constituted a request
that subjects waive their legal rights to
privacy as a condition to giving their
informed consent. One comment stated
that proposed § 50,20 prohibits inclusion
in informed consent documents of
exculpatory language that waives or
appears to waive a subject’s legal rights.
As an alternative to proposed
§ 50.25(a)(7). several comments
suggested that the regulation be revised
to provide that FDA would seek
permission from individual patients to
inspect or copy their records if the need
arose.

The agency rejects all of these
comments. The basis of FDA's right to
inspect subject records was discussed

in the preamble to the proposal (44
FR 47721) and in the response to
comment 32 in this preamble. The
agency is not requiring any subject to
“waive" a legal right. Rather, the agency
is requiring that subjects be informed
that the “legal right” to privacy that they
might expect in other contexts does not
apply in the context of regulated
research. FDA need not “seek
permission"” when the need to inspect
such records arises because to do so
would, in essence, delegate improperly
an authority vested in the agency by
Congress.

34. Two comments noted that because
FDA states in the preamble to the
proposal that it has the right to copy
medical records containing the names of
research subjects when there is reason
to believe that consent was not
obtained, or there is doubt that the
records represent actual studies or
actual results obtained, proposed
§ 50.25(a)(7) should provide that the
consent form also inform the research
subject that identifying information may
be inspected and copied by FDA.

FDA believes that the required
statement, as phrased, is sufficient. The
language, therefore, as issued in
§ 50.25{a)(5) of this final rule is
unchanged.

35. One comment stated that many
institutions would not wish to include
the notice required by § 50.25(a)(5) on
all their consent forms. Therefore, there
would have to be a separate consent
form for FDA-regulated research. This
comment suggested that this
requirement be deleted.

FDA rejects the suggestion. While it
may be true that some institutions do
not wish to have the notice of possible
FDA inspection of subject records on all
of their consent forms, the agency
believes it is important that human

subjects included in FDA-regulated
research be aware that FDA might need
to see their records. FDA believes that
consent forms should be individualized
for each study in any case, because
standardized consent forms could not
possibly take into account all the
elements necessary to obtain adequate
informed consent for every clinical
investigation.

38, Several comments on proposed
§ 50.25(a)(9) (§ 50.25(a)(6) in the final
rule) stated that because of the
possibility of unanticipated injuries, it
would be impossible to describe in
advance the nature of any compensation
and medical treatment for injury that
might occur as & result of the study.
Several comments stated that it would
be difficult, if not impossible, to
distinguish between those injuries that
are compensable and those that are not.

These comments misunderstand the
requirement. All that is required is a
statement that compensation or medical
treatment are or are not available if
unanticipated injuries occur and of what
they consist. Such a statement will be
adequate if it merely states that medical
care will or will not be provided in the
event of injury and describes the extent
of available compensation, if any.
Compensation for injury may vary with
the extent of the injury or may be
limited. A description so stating will be
adequate.

37, One comment suggested that
because proposed § 50.25{a)(10) was
merely an extension of § 50.25(a}(8),
they should be combined.

The agency agrees. Proposed
§ 50.25{a)(8) required an offer to answer
any questions the subject or the
subject’s representative might have
about the research, the subject’s rights,
or related matters. Proposed
§ 50.25(a}(10) required that the subject
be told whom he or she should contact if
harm occurred or if there were
questions. These two requirements have
been combined and published in this
final rule as § 50.25(a)(7). This provision
requires that subjects be given an
explanation of whom to contact for
answers to pertinent questions about the
research and research subject's rights,
and whom to contact in the event of a
research-related injury to the subject.

38. One comment on pro.go'ed
§ 50.25(a)(8) stated that although the
clinical investigator could respond to
questions concerning the research, the
clinical investigator was not necessarily
the appropriate person to answer
questions about the subject’s rights.

While the comment may be true, the
final regulation issued as § 50.25(a)(7)
does not require that one particular
person answer all questions raised by

the subject. Rather, the regulation
requires that a subject be told whom to
contact regarding particular problems.
Where one person cannot respond 1o all
the questions, more may and should be
designated. The agency believes that the
final regulation clarifies this provision.

39. One comment suggested that the
information regarding whom to contact
was merely a procedural item and that it
should, therefore, not be a "basic"
element of § 50.25(a) but should be made
an “additional” element of proposed
§ 50.25(b).

FDA disagrees. The items of
information required to be disclosed
under “additional elements,"

§ 50.25(b)(1) through (6), are those items
that are either irrelevant to some
categories of research (i.e.; single-dose
studies) or items that are discretionary
and that may be required by the IRB,
The information regarding whom to
contact is equally important in all
studies, should be required to be
provided in every case, and therefore is
retained in § 50.25(a)(7) of this final rule.

40. Two comments suggested that
proposed § 50.25(a)(11) (§ 50.25(a)(8) in
the final rule), as worded, might be
interpreted to mean that a subject who
was being paid to participate in a
clinical investigation could receive full
payment even if he or she dropped out.
These comments suggesied that the
provision be revised lo state that a
subject could discontinue participation
“without loss of already earned benefil.”

The agency does not agree that the
provision should be revised. In any
study in which a subject is paid, the
contractual agreement may specify the
basis of compensation and, therefore,
the degree of “entitlement.” If, in such &
case, full payment requires completion
of the study, and a subject fails to
complete the study, he or she will not be
“entitled” to full compensation. All that
is required is that a full explanation be
provided. The agency does not find tha!
the wording of § 50.25(a)(8) is
ambiguous on this point and the
comments are rejected.

41. One comment on proposed
§ 50.25(b) stated that the regulations
could allow IRB's and investigators to
deny human subjects information
necessary for informed consent because
that information was listed under
“Additional elements.”

FDA disagrees with this
interpretation. The elements of informed
consent listed as “additional” are not
needed in every clinical investigation:
However, when any of those additional
elements would be appropriate,

§ 50.25(b) requires that the additionsl
information be provided to the subject
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42, Several comments that rule) stated that providing information 50. Section 50.27 requiring an
the “Additional elements™ of proposed on the consequences of a decision to investigator to document informed

§ 50.25(b) be required as basic because
they are all material to informed
consent.

FDA disagrees with the suggestion.
The elements listed as “additional” are
not material to every clinical
investigation. For example, the
requirement of § 50.25(b)(5) in the final
rule that significant new findings be
communicated to the subject if those
findings might affect the patient's
willingness to continue participation in
the study, is not relevant to single-dose
studies.

43. One comment on proposed
§ 50.25(b)(1) suggested that this
“additional” element as written was
overbroad.

The agency does not agree that the
element is overbroad. However, for
clarity, § 50.25(b){1) has been revised
and has been shortened by deleting the
second sentence.

44. Two comments suggested that
proposed § 50.25(b)(2) be deleted. The
comments argued that the required
information was inherent in the required
disclosure of foreseeable risks or
discomforts and that providing
information about foreseeable
circumstances under which a subject’s
participation may be terminated would
be impractical because such possible
grcumstances were “infinite.”

The agency disagrees. Not every
hypothetical circumstance in which a
subject’s participation might be
terminated need be disclosed. The
regulation requires only a discussion of
anticipated circumstances. It might well
be sufficient to state that a subject’s
participation might be terminated when,
in the judgment of the clinical
Investigator, it is in the subject's best
interests although in such a case some
[llustrative situations should be
provided. For clarity, the word

‘anticipated" has been substituted for
the word “forseeable™ as used in the
proposed regulation to describe
Circumstances.

45. One comment on proposed
§ 50.25(b)(3) suggested that the
requirement that information on
possible additional costs “to others”
besides the subject be provided was
unclear, would have infrequent
&pplication, and could be misleading
because it might refer to additional costs
to the investigator or the Sponsor.

i The agency agrees and has deleted
e words “to others." Section
$0.25(b)(3) now requires that information
be provided only on possible resulting
‘dd;i]ngnal costs to the subject.
J- Vne comment on proposed
¥50.25(b)(5) (§ 50.25(b)(4) in the final

withdraw from a study was unnecessary
because the information would
duplicate the requirements of other
sections of the informed consent
regulations.

The agency does not agree. There may
be studies in which specific information
on the consequences of a decision to
withdraw will be of particular
importance. The information need only
be provided in those cases. IRB review
should help identify those studies in
which the information would be
appropriate.

47, As discussed in responses to
comments 29 through 31, the proposed
requirement of § 50.25(a)(8) to provide to
all subjects in any investigation, a
statement regarding new * information"
has been determined to be more
appropriately an additional element of
consent and included in the final rule as
§ 50.25(b)(5).

48. A number of comments on
proposed § 50.25(b){4) (§ 50.25(b)(6) in
the final rule) stated that disclosing the
name of the sponsor, the responsible
institution, and who was funding the
study would add nothing to the quality
of a subject’s consent because none of
the items of information were likely to
be important to a subject’s decision to
participate in research.

The agency agrees that, for the most
part, the items of information proposed
need not be specifically provided and
has, therefore, deleted the language
regarding funding, responsible
institution, and sponsor. Because the
approximate number of subjects
participating may have a bearing on a
subject’s decision to participate,
however, that requirement is retained in
§ 50.25(b})(6). Where multi-institutional
studies are involved, an indication of the
number of institutions and the
approximate number of subjects will be
sufficient.

49, On the agency’s own initiative,
two new paragraphs have been added to
§ 50.25. Section 50.25(c), which states
that the requirements of these
regulations are not intended to preempt
any applicable Federal, state, or local
laws which require additional
information lo be disclosed, is added to
make the policy clear and to conform to
the HHS language. Section 50.25(d),
which states that these regulations are
not intended to limit the authority of a
physician to provide emergency medical
care to the extent permitted under other
applicable statutes, was initially
proposed as § 50.23(d). It has been
finalized without change and moved to
conform to the HHS placement.

consent has been revised and shortened.
The language of the section conforms to
the language of the HHS regulation.

51. Several comments stated that to
require a long, detailed consent form
would be confusing and would detract
from the intended purpose of the
regulation that relevant information

about a study be conveyed to the human -

su_lgf:t.

agency, as noted in responses (o
comments on proposed § 50.25, has
simplified the informational
requirements of the regulation and has
required that the information given to a
subject be in understandable

FDA recognizes that the documentation
of informed consent represents only one
part of the entire consent process. The
consent form itself is merely an aid to
assure that a required minimum of
information is provided to the subject
and that the subject consents. The entire
informed consent ss involves
giving the subject all the information
concerning the study that the subject
would reasonably want to know;
assuring that the subject has

com ed this information; and
finally, obtaining the subject’s consent
to participate, process, to be
meaningful, should involve an
opportunity for both parties, the
investigator and the subject, to
exchange information and ask
questions. The consent form, thus,
should not be viewed as an end point.
Rather, it is the beginning. The agency
concludes that the comments do not
justify any specific changes to § 50.27,
although, as stated in comment 50, the
regulation has for other reasons been
revised and shortened.

52. One comment stated that the
documentation of informed consent by a
short form will not ensure that subjects
understand the oral explanations. The
comment further stated that subjects
would have to rely solely on the
interpretation given to them by the
investigator.

FDA disagrees with the comment. The
same quantum and quality of
information, i.e., that information
required by § 50.25, must be provided to
a subject whether a long form, a short
form, or no form is used (see also
§ 56.108(c)). The fact that a short form is
used to document informed consent
does not mean that the subject will get
less information than if handed a long,
detailed written document. When a
"short form" is used, the IRB mus! first
approve a written summary of what is to
be said, and a witness must be present
to attest to the adequacy of the consent
process and to the voluntariness of the
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subject’s consent. Section 50.27(b)(2)
also requires that a copy of that
summary be given to the subject. FDA
believes that in many cases an oral
g.resemauon and written summary will
an effective method of disclosing
necessary information. All the “form”
provides, in either case, is evidence that
the information required by § 50.25 has
been provided to a prospective subject.
The “form” itself cannot subsitute for
the communicative process that it
represents and, as noted in response to
comment 51, it is not intended to,

53. The agency received no comments
on the proposed conforming
amendments and except for combining
the proposed amendments relating to
Parts 50 and 56, they are issued as
proposed.

54. On its own initiative, the agency Is
revising 21 CFR 312.20(b)(1)(iv) by
replacing the 1964 Declaration of
Helsinki with the revised version
adopted by the World Medical
Assembly in 1975, The Declaration, first
adopted by the World Medical
Assembly in 1964 (see 44 FR 47715), was
revised by that group, and the revision
adopted at the 26th World Medical
Assembly held in Tokyo, in October
1975. The revision includes a number of
new requirements, among them the
requirement that a research protocol be
reviewed by a specially appointed
independent committee.

55. On its own initiative, the agency is
also adopting amendments to the
Investigational Device Exemptions (IDE)
regulations (21 CFR Part 812) to conform
them to Part 50, The IDE regulations
were promulgated by FDA on January
18, 1980 (45 FR 3732) after the August 14,
1979 proposal of these regulations.
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Therefore, under the Federal Food,
Drug, and Cosmetic Act (secs. 406, 408,
409, 502, 503, 505, 506, 507, 510, 513-516,
518-520, 701(a), 708, and 8901, 52 Stat.
1049-1053 as amended, 1055, 1058 as
amended, 55 Stat. 851 as amended, 52

Stat. 463 as amended, 68 Stat. 511-517 as
amended, 72 Stat. 1785-1788 as
amended, 74 Stat. 399-407 as amended,
76 Stat. 794-795 as amended, 90 Stat.
540-560, 562-574 (21 U.S.C. 346, 346a,
348, 352, 353, 355, 356, 357, 360, 360c~
360f, 360h-360j, 371(a), 376, and 381))
and the Public Health Service Act (secs.
215, 301, 351, 354-360F, 58 Stat. 690, 702
as amended, 82 Stat. 11731186 as
amended (42 U.S.C. 2186, 241, 262, 263b~
263n)) and under authority delegated to
the Commissioner of Food and Drugs (21
CFR 5.1), Chapter I of Title 21 of the
Code of Federal Regulations is amended
as follows:

SUBCHAPTER A—GENERAL

PART 50—PROTECTION OF HUMAN
SUBJECTS

1. In Part 50:

a. In § 50.3 by adding paragraphs (a)
and (c) through (m), to read as follows:
§50.3 Definitions.

(a) “Act" means the Federal Food,
Drug, and Cosmetic Act, as amended
(secs. 201-902, 52 Stat. 1040 et seq. as
amended (21 U.S.C. 821-392)).

(¢) “Clinical investigation” means any
experiment that involves a test article
and one or more human subjects and
that either is subject to requirements for
prior submission to the Food and Drug
Administration under section 505(i),
507(d), or 520(g) of the act, or is not
subject to requirements for prior
submission to the Food and Drug
Administration under these sections of
the act, but the results of which are
intended to be submitted later to, or
held for inspection by, the Food and
Drug Administration as part of an
application for a research or marketing
permit. The term does not include
experiments that are subject to the
provisions of Part 58 of this chapter,
regarding nonclinical laboratory studies.

(d) “Investigator” means an individual
who actually conducts a clinical
investigation, l.e., under whose
immediate direction the test article is
administered or dispensed to, or used
involving, a subject, or, in the event of
an investigation conducted by a team of
individuals, is the responsible leader of
that team.

(e) “Sponsor” means & person who
initiates a clinical investigation, but who
does not actually conduct the
investigation, i.e., the test article is
administered or dispensed to or used
involving, & subject under the immediate
direction of another individual. A person
other than an individual {e.g.,
corporation or agency) that uses one or

more of its own employees to conduct a
clinical investigation it has initiated js
considered to be a sponsor (not a
sponsor-investigator), and the
employees are considered to be
investigators.

(f) “Sponsor-investigator" means an
individual who both initiates and
actually conducts, alone or with others,
a clinical investigation, i.e., under whose
immediate direction the test article is
administered or dispensed o, or used
involving, a subject. The term does not
include any person other than an
individual, e.g., corporation or agency.

(g) “Human subject” means an
individual who is or becomes a
participant in research, either as a
recipient of the lest article or as a
control. A subject may be either a
healthy human or a patient.

(h) “Institution" means any public or
private entity or agency (including
Federal, State, and other agencies). The
word "facility" as used in section 520(g)

* of the act is deemed to be synonymous

with the term “institution” for purposes
of this part,

(i) “Institutional review board" (IRB)
means any board, committee, or other
group formally designated by an
institution to review biomedical
research involving humans as subjects,
to approve the initiation of and conduct
periodic review of such research. The
term has the same meaning as the
phrase “institutional review committee”
as used in section 520(g) of the act.

(j) “Prisoner” means any individual
involuntarily confined or detained in &
penal institution. The term is intended to
encompass individuals sentenced to
such an institution under a criminal or
civil statute, individuals detained in
other facilities by virtue of statutes or
commitment procedures that provide
alternatives to criminal prosecution or
incarceration in a penal institution, and
individuals detained pending
arraignment, trial, or sentencing.

(k) “Test article” means any drug
(including a biological product for
human use), medical device for human
use, human food additive, color additive,
electronic product, or any other article
subject to regulation under the act or
under sections 351 and 354-360F of the
Public Health Service Act {42 U.S.C. 262
and 263b-263n). '

(1) “Minimal risk" means that the risks
of harm anticipated in the proposed
research are not greater, considering
probability and magnitude, than those
ordinarily encountered in daily life or
during the performance of routine
physical or psychological examinations
or tests.

(m) “Legally authorized :
representative” means an individual or
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judicial or other body authorized under
applicable law to consent on behalf of a
prospective subject to the subject’s
particpation in the procedure(s)
involved in the research.

b. By adding new Subpart B to read as
follows: .

Subpart B—Informed Consent of Human
Subjects

Sec

5020 General requirements for informed
consent.

5021 Effective date.

5023 Exception from general requirements.

5025 Elements of informed consent.

5027 Documention of informed consenl.

Subpart B—Informed Consent of
Human Subjects 3

§5020 General requirements for Informed
consent.

Except as provided in § 50.23, no
investigator may involve a human being
as a subject in research covered by
these regulations unless the investigator
has obtained the legally effective
informed consent of the subject or the
subject’s legally authorized
representative. An investigator shall
seek such consent only under
circumstances that provide the
prospective subject or the representative
sufficient opportunity to consider
whether or not to participate and that
minimize the possibility of coercion or
undue influence. The information that is
given to the subject or the
representative shall be in language
understandable to the subject or the
representative. No informed consent,
whether oral or written, may include
any exculpatory language through which
the subject or the representative is made
lo waive or appear to waive any of the
subject’s legal rights, or releases or
appears to release the investigator, the
sponsor, the institution, or its agents
from liability for negligence.

§50.21 Effective date.

The requirements for informed
consent set out in this part apply to all
buman subjects entering a clinical

investigation that commences on or after
July 27, 1981,

§5023 Ex from
nqulromoncl:.puo“ e
(a) The obtaining of informed consent

shall be deemed feasible unless, before
use of the tes! article (except as
provided in paragraph [b) of this
section), both the investigator and a
phys_-xqan who is not otherwise
Participating in the clinical investigation
certify in writing all of the following:
i (1) The human subject is confronted

Va4 ln(e-t}}reatenlns situation
fecessitating the use of the test article.

(2) Informed consent cannot be
obtained from the subject because of an

inability to communicate with, or obtain

legally effective consent from, the
subject.

[3) Time is not sufficient to obtain
consent from the subject’s legal
representative.

(4) There is #vailable no alternative
method of approved or generally
recognized therapy that provides an

equal or greater likelihood of saving the

life of the subject.

(b) If immediate use of the test article
is, in the investigator’s opinion, required
to preserve the life of the subject, and
time is not sufficient to obtain the
independent detetmination required in
paragraph (a) of this section in advance
of using the test article, the
determinations of the clinical
investigator shall be made and, within 5
working days after the use of the article,
be reviewed and evaluated in writing by
a physician who is not participating in
the clinical investigation.

(c) The documentation required in
paragraph (a) or (b) of this section shall
be submitted to the IRB within 5
working days after the use of the test
article.

§50.25 Elements of informed consent.

(a) Basic elements of informed
consent. In seeking informed consent,
the following information shall be
provided to each subject:

(1) A statement that the study
involves research, an explanation of the
purposes of the research and the
expected duration of the subject’s
participation, a description of the
procedures to be followed, and
identification of any procedures which
are experimental.

(2) A description of any reasonably
foreseeable risks or discomforts to the
subject.

(3) A description of any benefits to the
subject or to others which may
reasonably be expected from the
research.

(4) A disclosure of appropriate
alternative procedures or courses of
treatment, if any, that might be
advantigeous to the subject,

(5) A statement describing the extent,
if any, to which confidentiality of
records identifying the subject will be
maintained and that notes the
possibility that the Food and Drug
Administration may inspect the records.

(6) For research involving more than
minimal risk, an explanation as to
whether any compensation and an
explanation as to whether any medical
treatments are available if injury occurs
and, if so, what they consist of, or where
further information may be obtained.

{7) An explanation of whom to contact

for answers to pertinent questions about
the research and research subjects’
rights, and whom to contact in the event
of a research-related injury to the
subject.

(8) A statement that participation is
voluntary, that refusal to participate will
involve no penalty or loss of benefits to
which the subject is otherwise entitled,
and that the subject may discontinue
participation at any time without
penalty or loss of benefits to which the
subject is otherwise entitled.

(b) Additional elements of informed
consent. When appropriate, one or more
of the following elements of information
shall also be provided to each subject:

(1) A statement that the particular
treatment or procedure may involve
risks to the subject (or to the embryo or
fetus, if the subject is or may become
pregnant) which are currently
unforeseeable.

(2) Anticipated circumstances under
which the subject’s participation may be
terminated by the investigator without
regard to the subject’s consent.

(3) Any additional costs to the subject
that may result from participation in the
research,

(4) The consequences of a subject’s
decision to withdraw from the research
and procedures for orderly termination
of participation by the subject.

(5) A statement that significant new
findings developed during the course of
the research which may relate to the
subject’s willingness to continue
participation will be provided to the
subject.

(6) The approximate number of
subjects involved in the study.

{c) The informed consent
requirements in these regulations are
not intended to preempt any applicable
Federal, State, or local laws which
require additional information to be
disclosed for informed consent to be
legally effective.

(d) Nothing in these regulations is
intended to limit the authority of a
physician to provide emergency medical
care to the extent the physician is
permitted to do so under applicable
Federal, State, or local law.

§50.27 Documentation of informed
consent.

(a) Except as provided in § 56.109(c),
informed consent shall be documented
by the use of a written consent form
approved by the IRB and signed by the
subject or the subject’s legally
authorized representative. A copy shall
be given to the person signing the form.

(b) Except as provided in § 58.109(c),
the consent form may be either of the
following:

S e T M
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(1) A written consent document that
embodies the elements of informed
consent required by § 50.25. This form
may be read to the subject or the
subject’s legally authorized
representative, but, in any event, the
investigator shall give either the subject
or the representative adequate

ty to read it before it is signed.

2) A “short form™ written consent

document stating that the elements of
informed consent required by § 50.25 -
have been presented orally to the
subject or the subject’s legall.
authorized representative. W{en this
method is used, there shall be a witness
to the oral presentation. Also, the IRB
shall approve a written summary of
what is to be said to the subject or the
representative. Only the short form itself
is to be signed by the subject or the
representative. However, the witness
shall sign both the short form and a copy
of the summary, and the person actually
obtaining the consent shall sign a copy
of the summary, A copy of the summary
shall be given to the subject or the
. representative in addition to a copy of
the short form.

PART 71—COLOR ADDITIVE
PETITIONS

2. Part 71 is amended: »
a. In § 71.1 by adding new paragraph
(i) to read as follows:

§71.1 Petitions
(i) If clinical investigations involving

human subjects are involved, petitions
filed with the Commissioner under
section 708(b) of the act shall include
statements regarding each such clinical
investigation contained in the petition
that it either was conducted in
compliance with the requirements for
institutional review set forth in Part 56
of this chapter, or was not subject to
such requirements in accordance with
§§ 56.104 or 56,105, and that it was
conducted in compliance with the
requirements for informed consent set
forth in Part 50 of this chapter.

b. In § 71.6 by adding a new sentence
at the end of paragraph (b) to read as
follows:

§71.6 Extension of time for studying
petitions; substantive amendments;
withdrawal of petitions without prejudice.

(b) * * * K clinical investigations
involving human subjects are involved,
additional information or data
submitted in support of filed petitions
shall include statements rding each
such clinical investigation from which
the information or data are derived, that
it either was conducted in compliance

with the requirements for institutional
review set forth in Part 56 of this
chapter, or was not subject to such
requirements in accordance with

§§ 56.104 or 56.105, and that it was
conducted in compliance with the
requirements for informed consent set
forth in Part 50 of this chapter.

SUBCHAPTER B—FOOD FOR HUMAN
CONSUMPTION

PART 171—FOOD ADDITIVE
PETITIONS

3. Part 171 is amended:
a. In § 171.1 by adding new paragraph
(m) to read as follows:

§171.1 Petitions.

(m) If clinical investigations involving
human subjects are involved, petitions
filed with the Commissioner under
section 409(b) of the act shall include
statements regarding each such clinical
investigation relied upon in the petition
that it either was conducted in
compliance with the requirements for
institutional review set forth in Part 56
of this chapter, or was not subject to
such requirements in accordance with
§§ 56.104 or 56.105, and that it was
conducted in compliance with the
requirements for informed consent set
forth in Part 50 of this chapter.

b. In § 171.6 by adding a new sentence
at the end of the paragraph to read as
follows:

§171.6 Amendment of petition.

* * *If clinical investigations
involving human subjects are involved,
additional information and data
submitted in support of filed petitions
shall include statements regarding each
clinical investigation from which the
information or data are derived, that it
either was conducted in compliance
with the requirements for institutional
review set forth in Part 56 of this
chapter, or was not subject to such
requirements in accordance with
§§ 56.104 or 56.105, and that it was
conducted in compliance with the
requirements for informed consent set
forth in Part 50 of this chapter.

PART 180—FOOD ADDITIVES
PERMITTED IN FOOD ON AN INTERIM
BASIS OR IN CONTACT WITH FOOD
PENDING ADDITIONAL STUDY

4. Part 180 is amended in § 180.1 by
adding new paragraph (c)(6) to read as
follows:

§ 1801 General

(c). L

{6) If clinical investigations involving
human subjects are involved, such
investigations filed with the
Commissioner shall include, with
respect to each investigation, statement
that the investigation either was
conducted in compliance with the
requirements for institutional review set
forth in Part 56 of this chapter, or was
not subject to such requirements in
accordance with §§ 56.104 or 56.105, and
that it has been or will be conducted in
compliance with the requirements for
informed consent set forth in Part 50 of
this chapter.

SUBCHAPTER D—DRUGS FOR HUMAN USE

PART 310—NEW DRUGS

§310.3 [Amended]

5. Part 310 is amended in § 310.3
Definitions and interpretations, by
removing and reserving paragraph (i),
§310.102 [Removed]

6. Part 310 is amended by removing
§ 310.102 Consent for use of
investigational new drugs (IND) on
humans: statement of policy.

PART 312—NEW DRUGS FOR
INVESTIGATIONAL USE

7. Part 312 is amended:

a. In § 3121 by revising paragraph
(a)(2) item ¢ of Form FD-1571, item 3 of
Form FD~1572, and item 2a of Form FD-
1573, and redesignating paragraph
(d)(11) and (12) as (d)(12) and (13),
respectively, and adding new paragraph
(d)(11) to read as follows:

§312.1 Conditions for exemption of new
drugs for investigational use.

(a) L

(2) [ M P )
_ ¢ Institutional review board (IRB).
The sponsor must give assurance that an
IRB that complies with the requiremen!s
set forth in Part 56 of this chapter will be
responsible for the initial and continuing
review and approval of the proposed
clinical study. The sponsor must also
provide assurance that the investigators
will report to the IRB all changes in the
research activity and all unanticipated
problems involving risks to human
subjects or others, and that the
investigators will not make any changes
in the research without IRB approval.
except where necessary to eliminate
apparent immediate hazard to the
human subjects. FDA will regard the
signing of the Form FD-1571 as
providing the necessary assurances
above. .

(The notice of claimed investigational
exemption may be limited to any one of
more phases, provided the outline of the
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additional phase or phases is submitted
before such additional phases begin. A
limitation on an exemption does not
preclude continuing & subject on the
drug from phase 2 to phase 3 withoul
interruption while the plan for phase 3 is
being developed.

Ordinarily, a plan for clinical trial will
not be regarded as reasonable unless,
among other things, it provides for more
than one independent competent
investigator to maintain adequate case
histories of an adequate number of
subjects, designed to record
observations and permit evaulation of
any and all discernible effects
attributable to the in each
individual treated, and comparable
records on any individuals employed as
controls. These records shall be
individual records maintained for each
subject to include adequate information
pertaining to each, including age, sex,
conditions treatled, dosage, frequency of
administration of the drug, results of all
relevant clinical observations and
laboratory examinations made,
adequate information concerning any
other treatment given, and a full
statement of any adverse effects and
useful results observed, together with an
opinion as to whether such effects or
results are attributable to the drug under
investigation.

3. The investigator assures that an IRB
that complies with the requirements set
forth in Part 56 of this chapter will be
responsible for the Initial and continuing
review and approval of the proposed
clinical study. The investigator also
assures that he/she will report to the
IRB all changes in the research activity
and all unanticipated problems
involving risks to human subjects or
others, and that he/she will not make
any changes in the research that would
mncrease the risks to human subjects
wnhput IRB approval. FDA will regard
the signing of the Form FD-1572 as

providing the necessary assurances
stated above,

> . . . .

2a. The investigator assures that an
[RB that complies with the requirements
set forth in Part 56 of this chapter will be
responsible for the initial and continuing
review and approval of the proposed
clinical study. The investigator also
sssures that he/she will report to the
IRB all changes in the research activity
and all unanticipated problems
involving risks to human subjects or
others, and that he/she will not make
any changes in the research that would
‘crease the risks to human subjects
without IRB approval. FDA will regard
the signing of the Form FD-1573 as

providing the necessary assurances
stated above.

(d) “ .

(11) The clinical investigations are not
being conducted in compliance with the
requirements regarding institutional
review set forth in this part or in Part 56
of this chapter, or informed consent set
forth in Part 50 of this chapter; or

b. In § 312.20{b)(1)(iv) by replacing the
1984 “Declaration of Helsinki" with the
revised version to read as follows:

§312.20 Clinical data generated outside

(blt'o
(1)o--
(lV)...

Recommendations Guiding Medical Doctors
in Biomedical Research Involving Human
Subjects

1. Basic Principles

1. Biomedical research involving human
subjects must conform to generally accepted
scientific principles and should be based on
adequately performed laboratory and animal
experimentation and on a thorough
knowledge of the scientific literature.

2, The design and performance of each
experimental procedure Involving human
subjects should be clearly formulated in an
experimental protocol which should be
transmitted to a specially appointed
independent committee for consideration,
comment and guidance.

3. Biomedical research involving human
subjects should be conducted only by
scientifically qualified persons and under the
supervision of a clinically competent medical
person. The responsibility for the human
subject must always rest with a medically
qualified person and never rest on the subject
of the research, even though the subject has
given his or her consent,

4. Biomedical research involying human
subjects cannol legitimately be carried out
unless the importance of the objective is in
propartion to the inherent risk to the subject.

5. Every blomedical research project
involving human subjects should be preceded
by careful assessment of predictable risks in
comparison with foreseeable benefits to the
subject or to others. Concern for the interests
of the subject must always prevall over the
interests of science and society.

6. The rlght of the research subject to
safeguard his or her integrity must always be
respected. Every precaution should be taken
to respect the privacy of the subject and to
minimize the impact of the study on the
subject’s physical and mental Integrity and
on the personality of the subject.

7. Doctors should abstain from engaging in
research projects involving human subjects
unless they are satisfied that the hazards
involved are believed to be predictable.
Doctors should cease any investigation if the

hazards are found to outweigh the potential
benefits.

8. In publication of the results of his or her
research, the doctor is obliged to preserve the
accuracy of the results. Reports of
experimentation not in accordance with the
principles laid down in this Declaration
should not be accepted for publication.

9. In any research on human beings, each
potential subject must be adequately
informed of the aims, methods, anticipated
benefits and potential hazards of the study
and the discomfort it may entail. He or she
should be informed that her or she is at
liberty to abstain from participation in the
study and that he or she is free to withdraw
his or her consent to participation at any
time. The doctor should then obtain the
subject's given informed consent, preferably
in writing.

10. When obtaining informed consent for
the research project the doctor should be
particularly cautious if the subject is in a
dependent relationship to him or her or may
consent under duress. In that case the
informed consent should be obtained by a
doctor who is not engaged in the
investigation and who is completely
independent of this official relationship.

11. In case of legal incompetence, informed
consent should be obtained from the legal
guardian in accordance with national
legislation, Where physical or mental
incapacity makes it impossible to obtain
informed consent, or when the subject is &
minor, permission from the responsible
relative replaces that of the subject in
accordance with national legislation.

12. The research protocol should always
contain a statement of the ethical
considerations involved and should indicate

that the principles enunciated in the present

Declaration are complied with,

Il. Medical Research Combined With
Professional Care (Clinical Research)

1. In the treatment of the sick person, the
doctor must be free to use a new disgnostic
and therapeutic measure, if in his or her
judgment it offers hope of saving life,
reestablishing health or alleviating suffering.

2, The potential benefits, hazards and
discomfort of a new method should be
weighed against the advantages of the best
current diagnostic and therapeutic methods.

3. In any medical study, every patient—
including those of a ontrol group, if any—
should be assured of the best proven
diagnostic and therapeutic methods.

4. The refusal of the patient to participate
in a study must never interfere with the
doctor-patient relationship.

5. If the doctor considers it essential not to
obtain informed consent, the specific reasons
for this proposal should be stated in the
experimental protocol for transmission to the
independent committee (L 2}

6. The doctor can combine medical
research with professional care, the objective
being the acquisition of new medical
knowledge, only to the extent that medical
research is justified by its potential
diagnostic or therapeutic value for the
patient.
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[11. Non-Theropeutic Biomedical Research
Involving Humaa Subjects (Non-Clinical
Biomedical Research) :

1. In the purely scientific application of
medical research carried out on a human
being, it is the duty of the doctor to remain
the protector of the life and health of that
person on whom biomedical research is being
carried out.

2. The subjects should be volunteers—
either healthy persons or patients for whom
the experimental design is not related to the
patient’s iliness.

3. The investigator or the investigating
team should discontinue the research if in
his/her or their judgment it may. if continued,
be harmful to the individual.

4. In research on man, the interest of
science and society should never take
precedence over considerations related (o the
well-being of the subject.

PART 314—NEW DRUG
APPLICATIONS

8. Part 314 is amended:

a. In § 314.1 by adding new item 17 to
Form FD-356H in paragraph (c)(2) and
by redesignating paragraph (f)(7) and (8)
as (1)(8) and (9), and adding new
paragraph (f)(7) to read as follows:
§314.1 Applications.

(c) - "
(2) L
Form FD-358H—Rev. 1974:

17. Conduct of clinical investigations.
Statements contained in the application
regarding each clinical investigation
involving human subjects, that it either
was conducted in compliance with the
requirements for institutional review set
forth in Part 56 of this chapter, areas not
subject to such requirements in
accordance with §§ 56.104 or 56.105, and
that it was conducted in compliance
with the requirements for informed
consent set forth in Part 50 of this

chapter.
(n .
{7) Statements contained in the

application regarding each clinical
investigation involving human subjects,
that it either was conducted in
compliance with the requirements for
institutional review set forth in Part 56
of this chapler, areas not subject to such
requirements in accordance with

§§ 56.104 or 56.105, and that it was
conducted in compliance with the
requirements for informed consent set
forth in Part 50 of this chapter.

. - . - -

b. In § 314.8 by adding new paragraph
(n) to read as follows:

§314.8 Supplemental applications.

(n) A supplemental application that
contains clinical investigations
involving human subjects shall include
statements by the applicant regarding
each such investigation, that it either
was conducted in compliance with the
requirements for institutional review set
forth in Part 56 of this chapter, areas not
subject to such requirements in
accordance with §§ 56.104 or 56.105, and
that it was conducted in compliance
with the requirements for informed
consent set forth in Part 50 of this
chapter.

¢. In § 314.9 by adding new paragraph
(e) to read as follows:

§314.9 Insufficient information in
application.

(e) The information contained in an
application shall be considered
insufficient to determine whether a drug
is safe and effective for use unless the
application includes statements
regarding each clinical investigation
involving human subjects contained in
the application, that it either was
conducted in compliance with the
requirements for institutional review set
forth in Part 58 of this chapter, areas not
subject to such requirements in
accordance with §§ 56.104 or 56.105, and
that it was conducted in compliance
with the requirements for informed
consent set forth in Part 50 of this
chapter.

d. In § 314.12 by adding new
paragraph (e) to read as follows:

§314.12 Untrue statements in application,

(e) Any clinical investigation
involving human subjects contained in
the application subject to the
requirements for informed consent set
forth in Part 50 of this chapter either
was conducted in compliance with the
requirements for institutional review set
forth in Part 56 of this chapter, areas not
subject to such requirements in
accordance with §§ 56.104 or 56.105, and
that it was not conducted in compliance
with such requirements.

e. In § 314.110 by adding new
paragraph (a)(11) to read as follows:

§314.110 Reasons for refusing to file
applications.

{11) The applicant fails to include in
the application statements regarding
each clinical investigation involving
human subjects contained in the
application, that it either was conducted
in compliance with the requirements for
institutional review set forth in Part 56

of this chapter, areas not subject to such
requirements in accordance with

§§ 56,104 or 56.105, and that it was
conducted in compliance with the
requirements for informed consent set
forth in Part 50 of this chapter.

f. In § 314.111 by adding new
paragraph (a)(11) to read as follows:

§314.111 Refusal to approve the
application.

(a) ...

(11) Any clinical investigation
involving human subjects contained in
the application subject to the
requirements for institutional review se!
forth in Part 56 of this chapter, or
informed consent set forth in Part 50 of
this chapter was not conducted in
compliance with such requirements.

g In § 314.115 by adding new
paragraph (c)(7) to read as follows:

§314.115 Withdrawal of approval of an
application.

(C) L

(7) That any clinical investigation
involving human subjects contained in
the application subject to the
requirements for institutional review set
forth in Part 56 of this chapter, or
informed consent set forth in Part 50 of
this chapter was not conducted in
compliance with such requirements.

PART 320—BIOAVAILABILITY AND
BIOEQUIVALENCE REQUIREMENTS

g. Part 320 is amended:
a. In § 320.31 by adding new
paragraph (f) to read as follows:

§320.31 Applicability of requirements
regarding

(f) An in vivo bioavailability study in
humans shall be conducted in
compliance with the requirements for
institutional review set forth in Parl 56
of this chapter, and informed consent sel
forth in Part 50 of this chapter,
regardless of whether the study is
conducted under a “Notice of Claimed
Investigational Exemption for a New
Drug."

b. In § 320.57 by adding new
paragraph (e) to read as follows:

§320.57 Requirements of the conduc! of
in vivo bioequivalence testing In humans.

(e) If a bioequivalence requirement
provides for in vivo testing in humans.
any person conducting such testing shall
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comply with the requirements of
§ 320.31.

PART 330—OVER-THE-COUNTER
(0TC) HUMAN DRUGS WHICH ARE
GENERALLY RECOGNIZED AS SAFE
AND EFFECTIVE AND NOT
MISSRANDED

10. Part 330 is amended in § 330.10 by
adding new paragraph (e) to read as
follows:

§330.10 Procedures for classifying OTC
drugs as generally recognized as safe and
eflective and not misbranded, and for
establishing
. - . - »

(e) lnstitutional review and informed
consent. Information and data submitted
under this section after (July 27, 1981)
shall include statements regarding each
clinical investigation involving human
subjects, from which the information
and data are derived, that it either was
conducted in compliance with the
requirements for institutional review set
forth in Part 56 of this chapter, areas not
subject to such requirements in
accordance with §§ 56.104 or 56.105, and
that it was conducted in compliance
with the requirements for informed
consent set forth in Part 50 of this
chapter,

PAAT 361—PRESCRIPTION DRUGS
FOR HUMAN USE GENERALLY
RECOGNIZED AS SAFE AND
EFFECTIVE AND NOT MISBRANDED:
DRUGS USED IN RESEARCH

11. Part 361 is amended in § 361.1 by
revising paragraph (d)(5) to read as

follows:

§361.1 Radioactive drugs for certain
research uses,

‘d' NS
_ (5) Human research subjects. Each
investigator shall select appropriate
hum.m subjects and shall obtain the
review and approval of an institutional
review board that conforms to the
requirements of Part 56 of this chapter,
and shall obtain the consent of the
subjects or their legal representatives in
accordance with Part 50 of this chapter.
The research subjects shall be at least
18 years of age and legally competent,
Exceptions are permitted only in those
special situations when it can be
demonstrated to the committee that the
study presents a unique opportunity to
8ain information not currently available,
requires the use of research subjects
less than 18 years of age, and is without
significant risk to the subject. Studies
'ivolving minors shall be supported
with review by qualified pediatric
consultants to the Radioactive Drug

Research Committee. Each female
research subject of childbearing
potential shall state in writing that she
is not pregnant, or, on the basis of a
pregnancy lest be confirmed as not
pregnant, before she may participate in
any study.

» - - »

PART 430—ANTIBIOTIC DRUGS;
GENERAL

12. Part 430 {s amended in § 430.20 by
adding new paragraph (g) to read as
follows:

§43020 Procedure for the issuance,
amendment, or repeal of

{g) No regulation providing for the
certification of an antibiotic drug for
human use shall be issued or amended
unless each clinical investigation
involving human subjects on which the
issuance or amendment of the regulation
is based was conducted in compliance
with the re?uirements for institutional
review set forth in Part 56 of this chapter
or was not subject to such requirements
in accordance with §§ 56.104 or 56.105,
and for informed consent set forth in
Part 50 of this chapter.

PART 431—CERTIFICATION OF
ANTIBIOTIC DRUGS

13. Part 431 is amended in § 431.17 by
adding new paragraph (1) to read as
follows:

§ 431.17 New antibiotic and antiblotic-
containing products,

(1) Statements regarding each clinical
investigation involving human subjects
contained in the request, that it either
was conducted in compliance with the
requirements for institutional review set
forth in Part 56 of this chapter or was
not subject to such requirements in
accordance with §§ 56.104 or 56.105, and
for informed consent set forth in Part 50
of this chapter.

SUBCHAPTER F—BIOLOGICS

PART 601—LICENSING

14. Part 601 is amended:
a. In § 601.2 by revising paragraph (a)
to read as follows:

§601.2 Applications for establishment and
product licenses; procedures for filing.

(a) General. To obtain a license for
any establishment or product, the
manufacturer shall make application to
the Director, Bureau of Biologics, on
forms prescribed for such purposes, and
in the case of an application for a
product license, shall submit data
derived from nonclinical laboratory and

clinical studies which demonstrate that
the manufactured product meets
prescribed standards of safety, purity,
and potency; with respect to each
nonclinical laboratory study, either a
statement that the study was conducted
in compliance with the requirements set
forth in Part 58 of this chapter, or, if the
study was not conducted in compliance
with such regulations, a statement that
describes in detail all differences
between the practices used in the study
and those required in the regulations;
statements regarding each clinical
investigation involving human subjects
contained in the application, that it
either was conducted in compliance
with the requirements for institutional
review set forth in Part 56 of this chapter
or was not subject to such requirements
in accordance with §§ 56.104 or 56.105,
and was conducted in compliance with
requirements for informed consent set
forth in Part 50 of this chapter, a full
description of manufacturing methods;
data n¥ the product
through the dating period; sample(s)
representative of the product to be sold,
bartered, or exchanged or offered, sent,
carried or brought for sale, barter, or
exchange; summaries of results of tests
performed on the lot{s) represented by
the submitted sample(s); and specimens
of the labels, enclosures and containers
proposed to be used for the product. An
application for license shall not be
considered as filed until all pertinent
information and data have been
received from the manufacturer by the
Bureau of Biologics. In lieu of the
procedures described in this paragraph,
applications for radioactive biological
products shall be handled as set forth in
paragraph (b) of this section.

b, In § 801.25 by revising paragraph
(h)(1) and adding new paragraph (1) to
read as follows:

§601.25 Review procedures to determine

(h) Additional studies. (1) Within 30
days following publication of the final
order, each licensee for a biological
product designed as requiring further
study to justify continued marketing on
an interim basis, under paragraph ({)(3)
of this section, shall satisfy the
Commissioner of Food and Drugs in
writing that studies adequate and
appropriate to resolve the questions
raised about the product have been
undertaken, or the Federal government
may undertake these studies. Any study
involving a clinical investigation that
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involves human subjects shall be
conducted in compliance with the
requirements for institutional review set
forth in Part 56 of this chapter, unless it
is not subject to such requirements in
accordance with §§ 56.104 or 56.105, and
for informed consent set forth in Part 50
of this chapter. The Commissioner may
extend this 30-day period if necessary,
either to review and act on proposed
protocols or upon indication from the
licensee that the studies will commence
at a specified reasonable time. If no
such commitment is made, or adequate
and appropriate studies are not
undertaken, the product licenses shall
be revoked.

(1) Institutional review and informed
consent. Information and data submitted
under this section after July 27, 1981
shall include statements regarding each
clinical investigation involving human
subjects, that it either was conducted in
compliance with the requirements for
institutional review set forth in Part 56
of this chapter, or was not subject to
such requirements in accordance with
§§ 56,104 or 56,105, and thal it was
conducted in compliance with the
requirements for informed consent set
forth in Part 50 of this chapter.

¢. By revising § 601.30 to read as
follows:

§601.30 Licenses required; products for
controlled investigation A

Any biological or trivalent organic
arsenical manufactured in any foreign
country and intended for sale, barter, or
exchange shall be refused entry by
collectors of customs unless
manufactured in an establishment
holding an unsuspended and unrevoked
establishment license and license for the
product. Unlicensed products that are
not imported for sale, barter, or
exchange and that are intended solely
for purposes of controlled investigation
are admissible only if the investigation
is conducted in accordance with section
505 of the Federal Food, Drug. and
Cosmetic Act and the requirements set
forth in Parts 50, 56 unless exempted
under § 56.104 as granted a waiver
under § 56.105, 58, and 312 of this
chapter.

PART 630—ADDITIONAL STANDARDS
FOR VIRAL VACCINES

15. Part 630 is amended:
a. In § 630.11 by revising the first
sentence to read as follows:

§ 630.11 Clinical trials to quality for
license.

To qualify for license, the antigenicity
of the vaccine shall have been
determined by clinical trials of adequate
statistical design conducted in
compliance with Part 56 of this chapter
unless exempted under § 56.104 or
granted a waiver under § 56.105, and
with Part 50 of this chapter. * * *

b. In § 630.31 by adding a new
sentence at the end of the section to
read as follows:

§630.31 Clinical trials to qualify for
license.

* * * Such clinical trials shall be
conducted in compliance with Part 56 of
this chapter unless exempted under
§ 56.104 or granted a waiver under
§ 56.105, and with the requirements for
informed consent set forth in Part 50 of
this chapter.

c. By revising § 630.51 to read as
follows:

§630.51 Clinical trials to qualify for
license.

To qualify for license, the antigenicity
of Mumps Virus Vaccine, Live; shall be
determined by clinical trials, conducted
in compliance with Part 56 of this
chapter unless exempted under § 56.104
or granted a waiver under § 56.105, and
with Part 50 of this chapter, that follow
the procedures prescribed in § 630.31,
except that the immunogenic effect shall
be demonstrated by establishing that a
protective antibody response has
occurred in at least 90 percent of each of
the five groups of mumps-susceptible
individuals, each having received the
parenteral administration of a virus
vaceine dose not greater than that
demonstrated to be safe In field studies
(§ 630.50(b)) when used under
comparable conditions.

d. By revising § 630.61 to read as
follows:

§630.61 Clinical trials to qualify for
license.

To qualify for license, the antigenicity
of Rubella Virus Vaccine, Live, shall be
determined by clinical trials, conducted
in compliance with Part 56 of this
chapter unless exempted under § 56.104
or granted a waiver under § 56.105, and
with Part 50 of this chapter, that follow
the procedures prescribed in § 830,31,
except that the immunogenic effect shall
be demonstrated by establishing that a
protective antibody response has
ocecurred in at least 80 percent of each of
the five groups of rubella-susceptible
individuals, each having received the
parenteral administration of a virus
vaccine dose not greater than that
demonstrated to be safe in field studies

when used under comparable
conditions,

e. In § 630.81 by revising the first
sentence to read as follows:

§630.81 Clinical trials to qualify for
license. )

In addition to demonstrating that the
measles component meet the
requirements of § 630,31, the measles
and smallpox antigenicity of the final
product shall be determined by clinical
trials of adequate statistical design
conducted in compliance with Part 56 of
this chapter unless exempted under
§ 56.104 or granted a waiver under
£ 56.105, and with Part 50 of this chapter
and with three consecutive lots of final
vaccine manufactured by the same
methods and administered as
recommeded by the manufacturer. * * *

PART 812—INVESTIGATIONAL
DEVICE EXEMPTIONS

16. Part 812 is amended:

a. In § 812.2 by revising paragraph
(b)(1)(iii) to read as follows:

§812.21 Applicability.

(b) L

(1) L

(iii) Ensures that each investigator
participating in an investigation of the
device obtains from each subject under
the investigator's care, informed consen!
under Part 50 and documents it, unless
documentation is waived by an IRB
under § 56.109(c).

b, In § 812.3 by revising paragraph (f}
to read as follows:

§812.3 Definitions.

(f) “Institutional review board" (IRB)
means any board, committee, or other
group formally designated by an
institution to review biomedical
research involving subjects and
established, operated, and functioning in
conformance with Part 66. The term has
the same meaning as “institutional
review committee™ in section 520(g) of
the act.

c. In § 812.20 by removing paragraph
(a)(2), and by redesignating (a}{3) as
(a)(2) and revising it, and by
redesignating (a)(4) as (a)(3) as follows:

§812.20 Application.

(a) -

{2) A sponsor shall not begin an
investigation for which FDA's apprfwa!
of an application is required until FDA
has approved the application.

d. In § 812.35 by revising paragraphs
(a) and (b) to read as follows:
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§812.35 Supplemental applications.

(a) Changés in investigational plan. A
sponsor shall: (1) Submit to FDA a
supplemental application if the sponsor
or an investigator proposes a change in
the investigational plan and (2) obtain
IRB approval (see § 56.110(b)) and FDA
approval of the change before
implementation.

(b) JRB approval. A sponsor shall
submit to FDA, in a supplemental
application, the certification of any IRB
approval of an investigation or a part of
an investigation not included in the IDE
gpplication.

e, By adding new § 81242 to read as
follows:

§812.42 FDA and IRB approval.

A sponsor shall not begin an
investigation or part of an investigation
until an IRB and FDA have both
approved the application or
supplemental application relating to the
investigation or part of an investigation.

f. By revising the heading of Subpart D
to read as follows:

Subpart D—IRB Review and Approval

g. By revising § 812.80 to read as
follows:

§£12.60 IRB composition, duties, and
functions. :

An [RB reviewing and appro
investigations under this part sh
comply with the requirements of Part 56
in all respects, including its composition,
duties, and functions.

h. In § 812.62 by revising the section

heading and the section to read as
follows:

§812.62 IRB approval.

(a) An IRB shall review and have
authority to approve, require
modifications in (to secure approval), or
disapprove all investigations covered by
this part.

(b) If no IRB exists or if FDA finds
that an IRB's review is inadequate, a
:%);\\sor may submit an application to

i. By adding new § 812.64 to read as
follows:

§812.64 ' IRB's continuing review.

'ﬂm IRB shall conduct its continuing
review of an investigation in accordance
with Part 58,

. By adding new § 812.66 to read as
ollows:

§812.68

e Significant risk device

It an IRB determines that an
‘nvestigation, presented for approval
under § 812.2(b)(1)(ii), involves a
significant risk device, it shall so notify

the investigator and, where appropriate,
the sponsor. A sponsor may not begin
the investigation except as provided in
§ 812.30(a).

k. In § 812.100 by revising the second
sentence to read as follows:

§812.100 General responsibllities of
investigators.

* * * Aninvestigator also is
responsible for ensuring that informed
consent is obtained in accordance with
Part 50 of this chapter.* * *

Subpart F [Removed]

1. Part 812 is amended by removing
Subpart F—Informed Consent and
marking it “Reserved.”

m. In § 812,140 by revising paragraphs
(c), (d), and (e) to read as follows:

§812.140 Records

(c) IRB records. An IRB shall maintain
records in accordance with Part 56 of
this chapter.

(d) Reteation period. An investigator
or sponsor shall maintain the records
required by this subpart during the
investigation and for a period of 2 years
after the latter of the following two
dates: The date on which the
investigation is terminated or
completed, or the date that the records
are no longer required for purposes of
supporting a premarket approval
application or a notice of completion of
a product development protocol.

(e) Records custody. An investigator
or sponsor may withdraw from the
responsibility to maintain records for
the period required in paragraph (d) of
this section and transfer custody of the
records to any other person who will
accep! responsibility for them under this
part, including the requirements of
§ 812.145. Notice of a transfer shall be
given to FDA not later than 10 working
days after transfer occurs.

n. In § 812.150 by revising paragraph
(a)(4) to read as follows:

§812.150 Reports.

(a) L

(4) Deviations from the
investigational plan. An investigator
shall notify the sponsor and the
reviewing IRB (see § 56.108(a)(3) and (4)
of any deviation from the investigational
plan. In the case of an emergency to
protect the life or physical well being of
a subject, the investigator shall notify
the reviewing IRB withing 48 hours.
Prior approval by the sponsor is
required for changes in, or deviations
from, a plan. FDA approval under
§ 812.35(a) is also required.

PART 813—INVESTIGATIONAL
EXEMPTIONS FOR INTRAOCULAR
LENSES '

Subpart F [Removed]

17. Part 813 is amended by removing
Subpart F—Informed Consent of Human
Subjects and marking it “Reserved.”

SUBCHAPTER J—RADIOLOGICAL HEALTH

PART 1003—NOTIFICATION OF
DEFECTS OR FAILURE TO COMPLY

18. Part 1003 is amended in § 1003.31
by revising paragraph (b) to read as
follows:

§ 1003.31 Granting the exemption.
(b) Such views and evidence shall be
confined to matters relevant to whether
the defect in the product or its failure to
comply with an applicable Federal
standard would create a significant risk
to injury, including generic injury, to any
person and shall be presented in writing
unless the Secretary determines that an
oral presentation is desirable. When
such evidence includes clinical
investigations involving human subjects,
the data submitted shall include, with
respect to each clinical investigation
either a statement that each
investigation was conducted in
compliance with the requirements set
forth in Part 56 of this chapter, or a
statement that the investigation is not
subject to such requirements in
accordance with §§ 56.104 or 56.105, and
a statement that each investigations was
conducted in compliance with the
requirements set forth in Part 50 of this
chapter.

PART 1010—PERFORMANCE
STANDARDS FOR ELECTRONIC
PRODUCTS; GENERAL

19. Part 1010 is amended:
a. In § 10104 by adding new
paragraph (b)(1)(xi) to read as follows:

§ 1010.4 Variances.

- - . » -
L
L

- {xi) If the electronic preduct is used in
a clinical investigation involving human
subjects, is subject to the requirements
for institutional review set forth in Part
56 of this chapter, and is subject to the
requirements for informed consent set
forth in Part 50 of this chapter, the
investigation shall be conducted in
compliance with such requirements.

b. In § 1010.5 by revising paragraph
(c)(12) to read as follows:

——

=
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§ 1010.5 Exemptions for products
intended for United States Government
use.

c...

(12) Such other information required
by regulation or by the Director, Bureau
of Radiological Health, to evaluate and
act on the application. Where such
information includes nonclinical
laboratory studies, the information shall
include, with respect to each nonclinical
study, either a statement that each study
was conducted in compliance with the
requirements set forth in Part 58 of this
chapter, or, if the study was not
conducted in compliance with such

tions, a statement that describes
in detail all differences between the
practices used in the study and those
required in the regulations. When such
information includes clinical
investigations involving human subjects,
the information shall include, with
respect to each clinical investigation,
either a statement that each
investigation was conducted in
compliance with the requirements set
forth in Part 56 of this chapter, or a
statement that the investigation is not
subject to such requirements in
accordance with §§ 56.104 or 56.105 and
a statement that each investigation was
conducted in compliance with the
requirements set forth in Part 50 of this
chapter.

Effective date. This regulation shall
become effective July 27, 1981.

(Sea.mm.wo.soz.m.ws.msm.sm
513-516, 518-520, 701(a), 708, and 801, 52 Stat.
1049-1053 as amended, 1055, 1058 as
amended, 55 Stat, 851 as amended, 59 Stat.
463 as amended, 68 Stat. 511-517 as amended,
72 Stat. 1785-1788 as amended, 74 Stat. 309-
407 as amended, 78 Stat. 794-795 as amended,
90 Stat. 540-560, 562-574 (21 U.S.C, 346, 346a,
3‘&352.353.355.350.357.360.3000«'!“.
360h-360j, 371(a). 376, and 381); secs. 215, 301,
351, 354-300F, 58 Stal. 600, 702 as amended,
82 Stat. 1173-1186 as amended (42 U.S.C. 216,
241, 262, 283b-263n))

Dated: January 19, 1981.
Jere E. Goyan,
Commissioner of Food and Drugs.
(¥R Do #1-2687 Filed 1-21-81; 845 am|
BILLING COOE 4110-03-M

21 CFR Parts 16 and 56
|Docket No. 77N-0350]

Protection of Human Subjects;
Standards for Institutional Review
Boards for Clinical Investigations
AGENCY: Food and Drug Administration.
AcTiON: Final rule.

suUMMARY: The Food and Drug
Administration (FDA or agency) is
establishing standards governing the
composition, operation, and
responsibility of institutional review
boards (IRBs) that review clinical
investigations, involving human
subjects, conducted pursuant to
requirements for prior submission to
FDA or conducted in support of
applications for permission to conduct
further research or to market regulated
products. These regulations and the
protection of human research subjects
regulations adopted by the Department
of Health and Human Services (HHS or
Department) published in the January
26, 1981 issue of the Federal Register,
establish a common framework for the
operation of IRBs that review research
funded by HHS and research conducted
under FDA regulatory requirements.
Compliance with these regulations is
intended to provide protection of the
rights and welfare of human subjects
involved in clinical investigations.
EFFECTIVE DATE: ]uly 27,1981.

FOR FURTHER INFORMATION CONTACT:
John C. Petricciani, Office of the
Commissioner (HFB—4), Food and Drug
Administration, 8800 Rockville Pike,
Bethesda, MD 20205, 301-486-9320.
SUPPLEMENTARY INFORMATION: In the
Federal Register of August 8, 1978 (43 FR
35186), FDA published proposed
standards for IRBs for clinical
investigations. Interested persons were
given until December 6, 1978 to submit
written comments on the proposal. By
notice in the Federal Register of
December 15, 1978 (43 FR 58574), FDA
extended the comment period to June 6,
1979. During the comment period, the
National Commission for the Protection
of Human Subjects of Biomedical and
Behavioral Research (National
Commission) submitted its report and
recommendations on IRBs and informed
consent, and that documen! was
published in the Federal Register of
November 30, 1978 (43 FR 56174). In its
report, the National Commission
recommended revision of the current
HHS IRB segulations (45 CFR Part 46).
On August 14, 1979 (44 FR 46799}, FDA
withdrew the August 8, 1978 proposal
and published a revised proposal that it
had developed in conjunction with HHS
in response to the recommendations
made by the National Commission. -

In addition, the agency held three
hearings under § 15.1(a) (21 CFR 15.1(a})
of the administrative practices and
procedures regulations in: (1) Bethesda,
Maryland, on September 18, 1979; (2)
San Francisco, California, on October 2,
1979; and (3) Houston, Texas, on
October 16, 1979, These hearings were

intended to provide an open forum to
present views on the regulatiens and to
foster greater consideration of the
proposal among the scientific
community, regulated industry, and the
public. (Transcripts of these hearings
are on file with the Dockets
Management Branch (formerly the
Hearir:ﬁ Clerk's office) (HFA-305), FDA.)

For the reasons set forth in paragraph
1, the sections of the regulation have
been reorganized and renumbered to be
parallel with the Department’s
regulations. The following table
correlates the new sections with those
proposed.

Now secton Okt paction
58.101.. 561,
B8 102 rrssses OB
56103 56.5.
56104 No commosponding section
[ [ SORS———— |
88107 s 5029, 5826, 6828, and 5534
58108 . 5880, 5689, and 5887,
56.109. S— Y -3 T
56110 . 5883,
56111 S—L1 N
L8 | S—— $0.8, 56.0, 5687, and 5690
-8 [ U—— 1§
s6.114... . 569,
56.115. e 5816, 5821, 56.25, 56165, and

56195

56.120 No iing secton.
56121 58.202, 56208, and 58.210
8 7 SI——— & - §
(V1 S ———— { .|
56.124.... 56215

FDA will seek Office of Management
and Budget (OMB) clearance of the
reporting and recordkeeping
requirements contained in these
regulations prior to the effective date. If
OMB does not approve the reporting

and recordkeeping requirements without
change, the agency revise the
regulations to comply with OMB's
recommendations.

The agency received 145 comments on
the original proposal and 178 comments
on the reproposal. In addition,
approximatel[vl 100 people appeared al

the three public hearings. Following is 8
summary of the significant comments
received and FDA's response to them: |

General Comments

1. One of the overriding themes in the
comments was that the agency should
adopt the same final regulations as the
Department.

FDA agrees that the Department’s and
the agency’s regulations should be as
consistent as possible, and it recognizes
that if such consistency is achieved,
IRBs that deal with both FDA and other
HHS components will be able to follow
a upiform standard. Therefore, FDA
participated with other components of
the Public Health Service in an intra-
departmental task-force whose goal was
to achieve the maximum degree of
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consistency possible in the

Department's and the agency’s IRB and
informed consent regulations. Drawing
heavily on the comments received by
both HHS and FDA, the task force made
substantial progress toward achieving
its goal.

/%s a result, the structrual and
functional requirements for IRBs in
FDA's regulations are identical to those
in the Department's regulation. FDA and
HHS have adopted the same definitions
for “institution” (§ 56.102(d)) and
“minimal risk" (§ 56.102(h)}; and
jdentical provisions relating to IRB
membership (§ 56.107), IRB functions
and operations (§ 56.108), IRB review of
research (§ 56.100), expedited review
(§ 58.110), criteria for IRB approval of
research (§ 56.111), review by an
institution (§ 56.112), suspension or
termination of IRB approval of research
(§ 55.113), cooperative research
(§ 56.114), and records (§ 56.115). In
addition, the organization of the two
sets of IRB regﬁatiom is now
consistent.

While exact congruity between the "
Department’s and the agency's
regulations is not possible because of
differences in statutory authority and
scope of activity, FDA believes that
these regulations are as identical as
possible with the regulations that are
being adopted by HHS for the protection
of human subjects who participate in
research funded by the Department.

2. Several comments suggested that
FDA adopt the assurance mechanism
that is contained in the Department's
regulations.

FDA has decided not to adopt this
mechanism. Although consistency with
the Department's regulations is
important, the agency finds that other
factors make adoption of the assurance
mechanism inappropriate. FDA has
determined that the benefits of the
entrance into the assurance process of
the IRBs that are subject to FDA
jurisdiction, but not otherwise to HHS
jurisdiction, do not justify the increased
administrative burdens that would be
placed on institution by requiring them
'0 submit assurance materials to the
Department's Office of Protection from
Research Risks (OPRR), or the increased
burden on the Government of processing
those assurance submissions. FDA will
rely instead on the dissemination of
these regulations and on appropriate
tducational efforts, together with
inspections of IRBs, to assure
tompliance by IRBs with these
regulations.

3. One comment stated that while
there should be an organized group to
establish guidelines, standards, |
procedures, and educational activities

that assure the high quality and
performance of IRBs, that group should
not come from within the Government.
The comment stated that institutions
themselves, or other interested parties
independent of the Federal Government,
would organize for these purposes.

While FDA would welcome such an
organization, the agency points out that
none presently exists. As discussed in
paragraph 8 of this preamble, FDA has
been charged by Congress with the
responsibility of protecting the rights
and welfare of human subjects who
participate in research that comes
within the agency's jurisdiction.
Therefore, it is necessary for the agency
to publish these regulations to fulfill that
responsibility.

4. Three comments stated that FDA
does not have legal authority to adopt
these regulations. Two comments stated
that section 701(a) of the Federal Food,
Drug, and Cosmetic Act (the act) (21
U.S.C. 371(a)) cannot be used as a grant
of authority to regulate any subject the
agency selects. The comments argu
that the subject matter of regulations
must be within the substantive authority
of the agency, and that there is no
mention anywhere in the act that the
agency can require that clinical
investigations be reviewed by an IRB.
Two comments suggested that the
proposed regulations should therefore
be republished as guidelines.

FDA rejects these comments. The
agency presented a thorough discussion
of its authority to require IRB review in
the preamble to the August 8, 1978
proposal at 43 FR 35197. As the agency
pointed out in that preamble, its
authority to adopt these regulations is
derived from several sections of the act.

In section 520(g)(3)(A)(i) of the act (21
U.S.C. 360j(2)(3)(A)(1)), congress directed
the agency to include in its
investigational device exemption (IDE)
regulations {21 CFR Part 812} a
requirement that an applicant for an IDE
submit the plan for research to the local
“institutional review committee™ that
“4 * * has been established in
accordance with regulations of the
[Commissioner] * * *." Under
§ 56.102(e) of these regulations,
“institutional review committee” is
synonomous with “institutional review
board,"

Although there are no corresponding
explicit provisions with regard to the
other clinical investigations covered by
these regulations, the Supreme Court
has recognized in Weinberger v. Bentex
Pharmaceuticals, Inc., 412 U.S. 845, 653
(1973), that FDA has authority that "is
implicit in the regulatory scheme, not
spelled out in haec verba” in the statute,

As stated in Morrow v. Clayton, 326
F.2d 36, 44 (10th Cir, 1963):

However, it is a fundamental principle of
administrative law that the powers of an
administrative agency are not limited to
those expressly granted by the statutes, but
include, also, all of the powers tha! may be
fairly implied therefrom.

See Mourning v. Family Publications
Service, Inc., 411 U.S. 356 (1973); see
also National Petroleum Refiners
Association v. FIC, 482 F.2d 672 (D.C.
Cir. 1973).

Sections 505(i), 507(d), and 520(g) of
the act (21 U.S.C. 355(i), 357(d), and
360j(g)) require that the agency issue
regulations that establish the conditions
under which drugs and devices will be
available for investigational use. Those
sections of the act direct the agericy to
issue regulations to protect the public
health in those investigations. FDA has
determined (43 FR 35197) that a
requirement of IRB review of an
investigation is essential to safeguard
the rights and welfare, and
consequently, the health, of the human
subjects involved in the study.

In addition, sections 505(j)(1) and
507(e) of the act require that the
regulations adopted under sections
505(i) and 507(d) reflect due regard for
the ethics of the medical profession and
the interests of patients. There is a
similar requirement in section 520(g)(1)
of the act that the investigations
conducted under that section be
consistent with ethical standards.
Because IRB review is intended to focus
on the ethical acceptability of studies
and on the protection of human subjects,
FDA believes that the requirement of
IRB review will ensure that there is due
regard for the ethics of the medical
profession and for the interests of

patients in the investigations covered by -

these regulations.

Finally, under section 701(a),of the
acl, the agency is empowered o issue
regulations for the efficient enforcement
of the act. In assessing the validity of
regulations issued under section 701(a),
the basic question is whether the
statutory scheme as a whole justifies
promulation of the regulation. National
Confectioners Association v. Califano,
569 F.2d 690, 693 (D.C. Cir. 1978). As
explained in the preamble to the August
8, 1978 proposal, IRB review is very
important in helping FDA to assure that
the rights and welfare of human subjects
are protected in clinical investigations
regulated by the agency because IRBs
require modifications in or disapproval
of those clinical investigations that
present unreasonable risk in relation to
the benefits and knowledge to be
gained. See also 43 FR 35197, Therefore,

s ——— s S ittt .
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the agency has determined that these
regulations are essential to enforcement
of the agency's responsibilities under
sections 408, 409, 501, 502, 505, 506, 507,
510, 513, 514, 515, 516, 518, 519, 520, 706,
and 801 of the act, as well as the
responsibilities of FDA under sections
301, 351 and 354-360F of the Public
Health Service Act.

5. Several comments questioned how
the regulations would affect the
interaction in clinical investigations of
IRBs, sponsors, monitors, and
ivestigators. One comment stated that
these regulations may make an IRB feel
liable for tasks that are the
responsibility of a sponsor.

The IRB regulation is one of five
regulatory elements in FDA's
bioresearch Monitoring Program. That
program is designed to assure the
quality and integrity of the research that
is subject to the agency's jurisdiction. In
addition to the two FDA regulations
published in this issue, the Bioresearch
Monitoring Program includes proposed
regulations to establish obligations of
clinical investigators ([proposed August
8, 1978 (43 FR 35210)), obligations of
sponsors and monitors of clinical
investigations (proposed September 27,
1977 (42 FR 49612)), and good laboratory
practice regulations (21 CFR Part 58).

The am‘l:al attempted to include
in each arch monitoring w
regulation only the specific obligations
of the entity that the regulation covers.
Although the IRB regulations obviously
include matters of interest to both
sponsors and clinical investigators, an
IRB should have no problem determining
the boundaries of its obligations,

The agency recognizes, however, that
the bioresearch monitoring entities are
intimately related and interdependent,
and that there are certain well-
established relationships among IRBs,
clinical investigators, and sponsors of
clinical investigations. Consequently,
the agency believes thal it should not
impose any unnecessary requirements
that would disrupt those relationships.
For example, because IRBs usually do
not have any direct contact with
sponsors, FDA has eliminated from
these regulations any requirement that
an IRB contact a sponsor. The clinical
investigator has the responsibility of
keeping the sponsor informed of IRB
actions.

6. Several comments claimed that the
proposed regulations contained
unnecessary, irrelevant, and repetitive
rules which would serve as a deterrent
to research. -

These regulations are intended to
establish the basic framework for IRBs
and their parent institutions. They differ
from those proposed in 1978 and 1979 in

that FDA has included in the final
regulations only the essential
organizational and procedural
requirements for IRBs and has not
specified in detail how those
requirements are to be met. Because of
the great diversity in institutions,
research activities, and organizational
structures covered by these regulations,
FDA has decided that there must be
sufficient flexibility in the regulations to
allow IRBs and their parent instituitions
to meet these requirements in @ manner
that best suits their organizational
needs. As a result of this approach, FDA
has accepted the thrust of the comments
and, as detailed in responses to
comments regarding specific sections of
the proposal, has deleted a number of
the proposed provisions from these final
regulations.

7. Several comments suggested that
the regulations be withdrawn
because they offer no real protection to

anyone.

FDA rejects this suggestion. These
rules provide minimum standards for
review of clinical investigations by IRBs
to ensure that the rights and welfare of
human subjects will be protected in the
investigation. Once these regulations are
adopted, if institutions select reasonable
and appropriate individuals for the IRBs,
the IRB review process will provide a
significant safeguard for human subjects
in research.

8. Other comments suggested that the
objectives of these regulations could be
achieved through existing common law
and State regulations.

FDA disagrees with these comments.
Congress has charged the agency with
the responsibility of protecting the rights
and welfare of human subjects who
participate in research that comes
within FDA's jurisdiction. Consequently,
the agency cannot rely on existing
common law or State regulations. The
only way the agency can assure that
adequate protections exist nationally is
by adopting regulations that define what
protections are necessary and that
require that those protections be
extended to all human subjects in
research within the agency’s
jurisdiction. FDA is adopting these
regulations because only through
properly constituted and well-
functioning IRBs can the agency be
assured that the rights and welfare of
human subjects are being protected
before a study starts, and that the study
is ethically acceptable,

9. One comment stated that
Congressional and FDA investigations
have amply demonstrated that some
IRBs, if left free from systematic
oversight, will not adequately carry out
their obligations. Several other

comments stated that what is needed is
an open and trusting relationship
between FDA and IRBs.

FDA believes that these regulations,
when coupled with FDA's inspection
program, strike the appropriate balance
between the conflicting approaches to
the regulation of IRBs presented by
these contrasting comments. The
Federal Government cannot bear alone
the burden of protecting the rights and
welfare of human subjects,
Investigators, institutions, and sponsors
must share in this responsibility. If IRBs
follow these regulations, they will
protect human subjects. However, if the
agency finds serious deficiencies in the
IRB review process at a particular
institution, the agency will take
appropriate action, as provided for in
these regulations.

10. A few comments raised guestions
about the costs of IRB review. The
comments pointed out that there are
administrative costs associated with un
IRB, and they raised questions about
who would pay those costs. One
comment stated that a sponsor should
be able to provide compensation to
IRBs, provided that it does not
participate in the selection of IRB
members.

FDA recognizes that there are
administrative costs associated with IRB
review. Because, under these
regulations, there is no single
administrative model, for example, a
single institution may have multiple
IRBs, or a single IRB may review studies
for several institutions, FDA believes
that it is inappropriate for it to prescribe
a method for reimbursement for
administrative costs, and that the
parties themselves should resolve this
matter. FDA's statement in the preamble
to the August 8, 1078 proposal regarding
proposed § 56.26{a) that IRB members
should not be compensated for services
did not mean that administrative costs
such as consultation fees, trave!
expenses, typing services, paper and
supplies, meeting roams, etc., could not
be paid by the sponsor or institution.

11. One comment suggested that
institutional review would significantly
increase the costs of clinical
investigations.

The agency rejects this comment. FDA
estimates the cost of IRB review of 8
clinical investigation to be
approximately $100. Consequently.
compared to-the total costs of a clinical
investigation, the costs of IRB review
are insignificant.

12. One comment criticized the
absence of data in the Economic Impact
Assessment (EIA) of the proposed
regulation, but did not dispute the
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agency’s conclusion that the regulation
would not cause a major impact.

The EIA stated that the IRB regulation
would “provide for extension of an IRB
concept to areas where it has not
previously been used” (i.e., to studies
involving noninstitutionalized subjects)
and increase some of the review group's
administrative activities, but that these
additional costs would not approach the
$100 million cost threshold for a major
impact. The data underlying that
conclusion follow.

The agency estimates that 2,000 IRBs
are reviewing or have reviewed studies-
submitted for FDA approval.
Approximately 500 of these IRBs have
submitted a General Assurance to HHS
that they are in compliance with
departmental regulations. An agency
study (Office of Planning and Evaluation
Study 47, “Results of the Institutional
Review Board's Pilot Compliance
Program,” April 1878) found that these
IRBs review an average of 11 studies per
month, amounting to a total of 66,000
reviews annually. The study also found
that IRBs that had not submitted a
General Assurance to HHS review an
average of five studies per month,
amounting to a total of 80,000 reviews
annually, and that more than 50 percent
of these IRBs were already in
compliance with the administrative and
procedural requirements.

Institutional Review boards will incur
some additional costs, in part for more
thorough review and followup of
investigations and in part because there
will be additional studies subject to IRB
review., FDA estimates that the
incremental costs will be $7.5 million.
This estimate was derived by assuming
that the expansion of IRB review to
studies using noninstitutionalized
subjects will add one-third, or $52,000,
more reviews. According to one
estimate, a review by an IRB with a
General Assurance now costs about
$100 (William A. Check, “Protecting and
Informing Human Research Subjects,”
JAMA, 243 (1980), 1985-1993.) Thus, the
costs of the added reviews are $5.2
million. If we further assume that the
average IRB without a General/
Assurance now spends $75 per review,
!h:: addedlcost to bring their reviews
into compliance with regulations
Is $2.3 million. This sv?:f:y e cost
derives from the assumption that the
[RBs already in compliance (50%) spend
$100 per review and the generous
assumption that the remaining IRBs
(50%) will double their present review
“0s1s to come into compliance.

The EIA also attributed potential
agency compliance costs to the
regulation. However, there will be little,

if any, incremental costs to the agency,
given present budgetary constraints.

13. One comment requested that these
regulations grant IRB members limited
liability in the case of malpractice suits.

FDA lacks the authority to grant
limited liability to IRB's or their
members. That authority resides in
Congress and in the State legislatures,
Although it is impossible to limit
liability or to ensure against law suits,
the agency believes that the chances for
a successful suit against an IRB or its
members are greatly diminished if the
IRB has complied with these regulations
and any applicable State law in
reviewing the proposed research. See,
e.8., Davis v. Marathon Oil Co., 84 1ll. 2d
380, 356 W.E. 2d 93 (1976).

14. Several comments questioned the
applicability of these regulations to
studies conducted outside the United
States. A few comments stated that
standards of protection for human
subjects may and do vary from country
to country, and that the United States
should not impose its standards on other
countries when the human subjects
come from those foreign countries in
which the studies are being conducted.

FDA agrees with the comments and
notes that its policy regarding
investigational studies involving drugs
and biological products is set forth in
§ 312.20 Clinical data generated outside
the United States and not subject to a
“Notice of Claimed Investigational
exemption for a New Drug™ (21 CFR
312.20). The policy regarding foreign
studies and the background to § 312.20
was set forth in detail in the preambles
to the proposed and final regulations,
See 38 FR 24220 (September 6, 1973) and
40 FR 16053 (April 9, 1975). The agency’s
policy regarding studies of
investigational devices conducted
outside the United States is similar to
that for drugs and biological products
and is discussed in the preamble to the
recent proposal entitled “Proposed
Procedures for the Premarket Approval
of Medical Devices,” published in the
Federal Register of December 12, 1680
(45 FR 81769). Section 814.15 of that
proposal states the agency's policy
concerning devices.

The Proposed Regulation

15. Numerous comments objected to
the statement in proposed § 56.1 Scope
(§ 56.101 in the final regulations) that
compliance with these regulations
would help to assure the quality and
integrity of data submitted to FDA.
These comments argued that it is neither
the responsibility nor within the
competence of an IRB to assure the
quality and integrity of data. The
comments stated that the primary

functions of an IRB are o assure the
ethical acceptability of a particular
study and to assure that human subjects
are adequately protected. One comment
argued that IRBs would be converted
into consultants for sponsors if they
were required to review the quality and
integrity of data. A number of comments
asserted that review of the validity and
integrity of data on an ongoing basis
would be an undue burden on IRBs. A
number of comments objected on similar
grounds to including review of research
methods among the criteria for approval
of a clinical investigation. The
comments argued that the IRB should
focus on its primary task of risk
assessment, and that the scientific
evaluation, validation, and justification
necessary for a study should be the
obligation of the clinical investigator
responsible for the study and of the
sponsor.

During the process of reviewing the
comments and developing IRB
regulations with other components of
the Department, FDA became convinced
that @ number of IRB obligations
included in the 1978 and 1979 proposals
were inconsistent with the generally
accepted view of the scope of IRB
review. Consequently, the agency
decided to reconsider whether to impose
those obligations. One of the obligations
most difficult to delineate was the
extent to which an IRB must consider
the scientific aspects of a research
proposal. FDA acknowledges that the
primary responsibilities of an IRB are to
assure that human subjects are
adequately protected, are not exposed
to unnecessary risks, and are provided
with enough information about a study
so that they can give effective informed
consent. However, the agency believes
that is is impossible to divorce
completely considerations of science
from those of ethical acceptability and
of protection of human subjects. Some
type of scientific review is necessary to
determine whether the risk to which
subjects are exposed is reasonable.

Thus, FDA has decided to delete from
§ 56.101 all references to any
responsibility on the part of IRBs to
assure the validity and reliability of
data, because the agency is concerned
that reference to such an obligation
could be interpreted as imposing on
IRBs the obligation to exercise primary
scientific review responsibilities for
clinical studies. IRBs have no such
obligation. However, FDA believes that
the IRB, the institution, and the clinical
investigator share an obligation to
assure that a review of the scientific
merits of a proposal is conducted. FDA
believes that an IRB cannol reasonably
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review a study or make a valid risk planning, or an organization involved in OTC drugs because OTC drugs are not
assessment, unless there has been a intergroup communications, e.g., the unapproved new drugs within the
positive assessment of the scientific American Arbitration Association. A meaning of section 505(i) of the act.
merits of the research. private physician who wants to conduct That an OTC drug is being reviewed

16. Numerous comments objected that
proposed § 56.1 did not limit the scope
of IRB review of clinical investigations
to exclude those that are conducted
outside of an institution. These
comments suggested that the other
elements of FDA's Bioresearch
Monitoring Program provide sufficient
protection for human subjects who are
not institutionalized.

FDA rejects these comments and
declines to change § 56.101 in response
to them. Human subjects, whether
institutionalized or not, are entitled to
the protections thet these regulations
offer. The agency agrees that the other
elements of the Bioresearch Monitoring
Program provide important protections
to human subjects. However, as the
agency pointed out in paragraph 5, the
elements of that are closely
related and interdependent. IRB review
is necessary to ensure that the rights
and welfare of human subjects are
protected, and that the subjects are
adequately informed prior to the start of
astudy.

17. One comment questioned whether
these regulations would require
physicians practicing in their offices to
obtain IRB review of their proposed
clinical investigations. Another
comment suggested that physicians
prac in their offices should have a
centrally ted IRB available for their

use,

Physicians who practice in their
offices and who wish to conduct clinical
investigations for a sponsor or as
sponsor-investigators are required to
comply with these regulations to obtain
a research permit. The agency

zes, however, that in some
instances such physicians (and other
health professionals who would
otherwise qualify for a research permit)
may not be affiliated with an institution
or have direct access to an IRB. In those
instances, FDA advises that several
options are available to the physician. A
sponsor-investigator who is unaffiliated
with an institution with an IRB can
comply with this requirement by
obtaining review at an institution whose
IRB conforms with these regulations or
by submitting the research proposal to
an IRB created under the auspices of a

local or State government health agency,

a community hospital, a private or
public medical school, a county or State
medical society, the State medical

" licensing board, an independent
nonprofit group such as a foundation or
society interested in a particular health
concern, e.g., kidney disease or family

clinical research for a sponsor, in
addition to these options, may use an
IRB created by the sponsor.

18, One comment suggested that
optometrists in private practice be
exempted from the requirements of
these regulations.

FDA rejects this suggestion. The
agency believes that human subjects
involved in any clinical investigation
subject to FDA jurisdiction (except for
those specifically exempted) need the
protections that these regulations afford,
regardless of whether the study is being
conducted by optometrists, medical
doctors, dentists, or other health
professionals.

19. Several comments objected to the
inclusion of cosmetic studies within the
scope of these regulations. These
comments pointed out that cosmetic
studies are not subject to submission to
the agency for premarket approval and
therefore should not be subject to a
requirement of IRB review.

FDA agrees with the comments and
has modified § 56.101 to exclude
cosmetic studies from the scope of the
IRB regulations.

20. Several comments urged that FDA
not include over-the-counter (OTC)
drugs in the scope of Part 56.

In the preamble to the 1978 proposal
at 43 FR 35189, FDA announced:

The Commissioner believes the purposes
and processes of IRB review are now 50

widely accepted, and its value so generally
recognized, that all clinical investigations
should undergo such review unless
circumstances clearly make it unnecessary,
or infeasible, or contrary 1o the patient's
interest.

Consisten! with that determination,
FDA has decided to require IRB review
of all clinical investigations (except
those exempted under § 56.104 or for
which a waiver has been obtained under
§ 56.105) of test articles that are
intended to be submitted to the agency
in support of an initial or supplementsl
research or marketing permit. However,
because the agency r the lower
risk associated with studies of marketed
OTC drugs, and because the agency
wishes to minimize the administrative
burden created by these regulations,
FDA has decided to include studies with
marketed OTC drugs, and other drug or
biologic studies for which an IND is not
required {e.g., bioavailability studies
with a marketed drug), on the list of
procedures that can receive expedited
review,

21. One comment argued that FDA has
no authority to require IRB review of

under the procedures established in 21
CFR Part 330 does nol mean that the
drug is not an unapproved new drug
under section 505 of the act. One of the
purposes of establishing the OTC review
was to make certain scientific and legal
determinations with regard to a drug's
status under section 505 of the act. In
making those determinations, under
OTC review procedures, the agency will
consider data on a drug ingrediem that
interested persons may submit, To
develop these data, investigators may
conduct tests for submission to the
agency that may present risks lo human
subjects. These tests should therefore be
subject to review by IRB's. As discussed
in paragraph 4 of this preamble, the
agency has authority under section
701(a) of the act to promulgate
regulations to implement section 505 {us
well as other sections of the act) that
requires such review of these studies.
Therefare, it is within the legal authority
of the agency to include investigations
of drugs under consideration in the OTC
review within these regulations.

22, A few comments objected to the
inclusion of low risk or no risk studies
within the scope of these regulations.
The comments suggested that because
risk is so low in these studies, and
because FDA has rules governing
informed consent, no IRB review is
needed. A few comments argued that
IRB review would not add any
protections for human subjects in low
risk studies.

FDA believes IRBs should review
studies even when there is minimal risk,
to assure that (1) there is, in fact, only
minimal risk; (2) adequate information is
given to the subject or a legally
authorized representative, so that
effective informed consent can be given
(3) the study is ethically acceptable; and
(4) the study complies with the
requirements in these regulations. FDA
also points out that it has modified these
regulations to provide for expedited
review of certain studies involving
minimal risk (§ 56.109). A notice listing
the mtble cat s of studies is
published elsewhere in this issue of the
Federal Register.

23, One comment suggested that use
of an investigational drug in an
emergency situation should be
exempted from IRB review. ;

The agency recognizes that there is
pmt.:ti«:ﬁe need to provide a mechanism
for the emergency use of a test article in
a single patient. After examining various
options, FDA has elected to exemp! the
emergency use of test articles from the
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IRB review requirement and so provides
in new § 56.104{c). The agency advises,
however, that it views emergency use of
a test article as being an uncommon
occurrence, and that it will examine the
circumstances of emergency use on a
case-by-case basis to assure that
gmergency procedures are not being
used to circumvent IRB review. FDA
also points out that it has conditioned
this exemption on a report of the
emergency use to the IRB within 5
working days of its occurrence. FDA
would expect that the IRB that receives
the report by a clinical investigator on
an emergency use, as required by

§ 56.104[c) and § 50.23(c}, will examine
each case to assure itself and the
institution that the emergency use of the
test article was justified. FDA also
advises that while it has exempted
emergency use of test articles from the
requirement of prospective IRB review,
this exemption does not release the
clinical investigator from any other
obligation imposed by other regulations
or by the institutioh in which the
emergency use is undertaken. Finally,
the agency advises that a “subsequent
use,” as referred to in the regulation,
would be any use of the test article that
occurs more than § days after its initial
emergency use.

24. On its own initiative, FDA has
eliminated proposed § §6.3(f)
“institutionalized subject” because that
term does not appear anywhere in Part
56. FDA has eliminated the definition of
“person” in proposed § 56.3(i) because
that term is used in these regulations
only to denote an individual.

25. Several comments stated that the
proposed definition of “clinical
investigation" in proposed § 56.3(c)
(now § 56.102(c)) is too broad and
confusing.

FDA disagrees. The definition was
drafted to include all studies within
FDA's jurisdiction that are subject to the
requirements of prior submission to the
agency or that may be submitted to the
agency in support of a research or
marketing permit. The comments are
rejected.

26. One comment stated that proposed
§ 56.3(c) should clearly state lhaptr:
clinical investigation is always medical
In nature and always involves human
subjects.

FDA has attempted, whenever
possible, to make the IRB regulations
identical with those of the Department.
To facilitate this goal, FDA has not
defined “clinical investigation” to
include only those studies that are
medical in nature, As a result, this term
s interchangeable with the term

research” ag that term is defined by
HHS. Because these terms are

interchangeable, the same wording can
be used in provisions in both FDA's and
the Department’s regulations. Section
56.102(c) in the final regulations is
revised to clarify this fact and to
conform with the HHS regulations.

FDA points out that § 56.102(c)
already states that human subjects must
be involved in a “clinical investigation."

27. Two comments stated that
proposed § 56.3(d) defining “institution”
was too broad.

As stated in paragraph 1 of this
preamble, FDA has revised § 56.102(d)
to conform its definition of “institution™
with that of the Department,
“Institution” is now defined as any
public or private entity. Although this
definition is perhaps even broader than
the ﬁroposed definition, the definition
itself does not define the scope of those
regulations. That scope is clearly set out
in § 56.101. IRB review will now be
required for all clinical investigations
lh::k support npplic?ﬂom ‘l;or mregnh :l:’
marketing permits for products t
by FDA. As noted in the 1878 proposal,
it may no longer be strictly appropriate
to call the process “institutional review"
because the process is no longer tied to
“institutions” as they were previously
defined (43 FR 35188). Because the
concept of institutional review is well
understood by the research community,
and because no better terminology has

been suggested, the terminology has
been retained.

28, One comment suggested that
contract laboratories be added to

the proposed definition of “institution."”
e revised definition of “institution"
in § 56.102(d) includes any entity. A
contract laboratory clearly would come
within the purview of the regulations.

29. Two comments expressed concern
about including manufacturers in the
definition of “institution.” One comment
stated that the definition would include
manufacturers who use their employees
as subjects in the course of routine
product testing, even though the
manufacturers did not intend to use the
data from that testing in support of a
research or marketing permit.

The intent of these regulations is to
protect human subjects in clinical
investigations that are subject to FDA
jurisdiction. Therefore, the definition of
“institution" must be broad enough to
include manufacturers who use
employees as lest subjects in such
research. However, only clinical
investigations that are regulated by FDA
under sections 505(i), 507(d), and 520(g)
of the act or that are intended to support
applications for research or marketing
permits for products regulated by FDA
are within FDA jurisdiction. Therefore,
routine product testing, in which the

data are not intended to be used in
support of a research or marketing
permit or to support the safety and
effectiveness of a regulated article,
would not be subject to these
regulations.

30. On its own initiative, FDA has
modified the definition of “institutional
review board” in proposed § 56.3(e)
(now § 56.102(g)) to clarify that the
primary purpose of an IRB is to assure
the protection of the rights and welfare
of human subjects.

31. One comment stated that HHS and
FDA should have a common suitable
definition of “institutional review
board."

FDA points out that HHS has chosen
not to include a definition of
“institutional review board" in its
regulations. FDA believes, however, that
the agency’s definition is compatible
with the traditional use of the term by
HHS and the biomedical community,
FDA concludes that its definition o
“institutional review board"” in
§ 56.102(g) is suitable.

32. One comment suggested that FDA
and HHS should collaborate on common
terminology and definitions for the
terms “subject” and “human subject.”

The scope of research supported by
the Department includes behavioral
research that FDA does not regulate. At
the same time, the scope of research
regulated by FDA includes veterinary
research that HHS, other than FDA,
does not regulate and that, for obvious
reasons, are not subject to these
regulations. Therefore, it is appropriate
for FDA to use the term “human
subject" to clarify the scope of the
regulation, and to define the scope of the
term “human subject” as in § 56.102(e)
more narrowly than has HHS. Section
56.102(e} has been revised to relate
specifically to the types of research that
are subject to FDA jurisdiction.

33. One comment stated that proposed
§ 56.3(1) could be read to require that
there must be a therapeutic benefit for
all subjects who participate in an
investigation and thus to eliminate all
Phase I studies. The comment asked that
this confusion be clarified.

The revised definition of "human
subject” § 56.102{e) establishes that no
therapeutic benefit for the participant
from the research is required. The
revision clarifies that these regulations
do not eliminate Phase I studies,

34. One comment suggested that the
proposed definition of “subject” be used
in all regulations and guidelines dealing
with clinical investigations.

Whenever possible, FDA has tried to
use consistent definitions in each of its
bioresearch monitoring regulations,
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35. One comment stated that a word "cosmetic” is deleted from This expectation is discussed further in
definition of “informed consent" is § 56.102(1). paragraph 46 of this preamble.
needed in Part 56. FDA does not believe 39. One comment stated that a 43. Another comment on proposed
that the concept of informed consent can  definition of “substantial risk" is needed  § 56.5 suggested that device

be adequately defined in a single
“definition." Because the ¢oncept of
informed consent is complex and should
appl{,to any clinical investigation, FDA
is publishing its provisions concerning
informed consent separately in Part 50
to apply to all aspects of biomedical
research in human subjects. 3

36, Several comments pointed out that
an investigator may not always conduct
an investigation or provide immediate
direction under which a test article is
administered, even though the
investigator does exercise a supervisory
role. These comments suggested a
number of modifications in the proposed
definition of “investigator” in § 56.3(g)
(now § 56.102(h)). ‘

FDA recognizes that a single
investigator does not always
immediately direct the administration of
the test article. Therefore, FDA has
revised § 56.102(h) to reflect more
accurately the functions of investigators.

37. Several comments stated that the
proposed definition of “minimal risk" in
§ 56.3(h) (now § 56.102(i)) should be the
same as the HHS definition. One
comment stated that the proposed FDA
definition was too narrow.

FDA s with the comments and
has rewritten § 56.102(i) to match the
revised HHS definition. The definition in
these final regulations takes into
account the fact that risks encountered
in the daily lives of healthy individuals
may not be the same as risks
encountered in the daily lives of others,
and that “minimal" risk should mean
that no risk in addition to that already
encountered in the daily life of the
individual will arise from the study.

FDA points out to those IRB's and
investigators involved with medical
devices that the term “minimal risk™
used in Part 56 is different from the term
“non significant risk” that is used in the
IDE regulations. “Non significant risk" is
used to describe a medical device.
*Minimal risk" is used to describe an
investigation and involves different
criteria from the ones used to determine
that a device poses a “non significant
risk.” Thus, IRB's and investigators
cannot assume that an investigation
with a “non significant risk” device
poses only a “minimal risk" for the
purpose of Part 56.

38. One comment stated that
cosmetics should not be included in
mud § 56.3(n), which defined “test

As stated in paragraph 19 of this
preamble, cosmetics are excluded from
the scope of the IRB regulations. The

in the IRB regulations.

FDA di with this comment.
Having defined “minimal risk,” there is
no need to demarcate the levels of risk
any further. All studies with greater
than minimal risk are treated the same
under these regulations.

40. Many comments on proposed
§ 56.5 (now § 56.103) objected to the
requirement of IRB review of clinical
investigations that are conducted
outside of an institution.

Most of these comments overlap with
or are identical to comments on § 56.101
Scope. The agency responded to these
comments in paragraphs 15 through 18
of this preamble. The general objections
will not be discussed further here.

41. Several comments on proposed
§ 56.5 stated that to require IRB review
of studies involvhxgbnom
institutionalized subjects will result in a
tremendous additional burden on IRBs.
One comment argued that, as a result of
the regulations, it might become
necessary for institutions to employ full-
time reviewers, which would decrease
the quality of persons serving on IRBs.

FDA disagrees with these comments.
The agency does not expect that any
existing IRBs will be overwhelmed with
new studies. FDA has exempted all
studies that begin before the effective
date of these regulations from the
requirement of IRB review (see § 56.104).
Also, as discussed in paragraph 17 of
this preamble, the agency anticipates
that where the need arises to
accommodate studies with non-
institutionalized subjects, new IRBs will
be formed by professional societies,
local medical societies, etc.

42. One comment on proposed § 56.5
stated that IRBs formed to review
research conducted by physicians in
their private practices will pose a large
problem because sponsors will be
reluctant to deal with them out of fear
that the IRBs will not properly review
studies under these regulations, and, as
a result, FDA will refuse to accept
studies that the IRBs review.

FDA rejects this comment. The agency
has made every effort to make these
regulations as clear and precise as
possible, The agency stands ready to

* answer any question an IRB may have

abour these regulations. Consequently,
there should be no reason for an IRB to
be seriously out of compliance with Part
56. FDA emphasizes that the agency
expects it to be a rare occurrence for
studies reviewed by an IRB to be
rejected because of the IRB's
noncompliance with these regulations.

manufacturers should be allowed to set
up IRBs to review protocols and patient
consent forms for use by individual
clinical investigators.

FDA agrees and points out that these
regulations allow any manufacturer to
set up an IRB. The agency advises,
however, that one of the primary
responsibilities of an IRB is to be
sensitive to the concerns of the
community in which the study will be
conducted. Therefore, an IRB formed by
a manufacturer or a sponsor must be
aware of, and give full consideration to,
those concerns.

44. Two comments stated that
provision should be made in the final
regulations for FDA lo accept studies
without IRB review where no IRB exists.

FDA rejects these comments. All
human subjects of FDA regulated
research (except for human subjects of
the research specifically exempted by
§ 56.104 or for which a waiver has been
granted under § 56,105 of these
regulations) are entitled to the
protection of IRB review. FDA is not
willing to permit human subjects to be
deprived of this protection simply
because an IRB is not available locally.
Although local review is preferable,
FDA has never established local review
as a rigid requirement. If an IRB is not
available locally, review can be sought
at an IRB established in any of the ways
discussed in paragraphs 17 and 41 of
this preamble.

45. A number of comments objected to
g:aposed § 56.5(a) (now § 56.103(a))

cause of the requirement that an
application for a research permit must
be reviewed and approved by an IRB
before it could be accepted by FDA. One
comment stated that it was wasteful to
require IRB review of a study when FDA
may later reject the application. Several
comments stated that IRB review should
take place after FDA has given its
approval or, at @ minimum, be
concurrent with FDA review.

The agency has considered these
comments and has modified § 56.103(a)
to respond to the concerns. IRB review
and approval will be required before
any human subjects may enter into 8
clinical investigation. However, the IRB
may review the study before, during. or
after FDA conducts its review.

46. Two comments on proposed
§ 56.5(b) (now § 56,103(b)) auggeslgd
that data from a clinical investigation
that were not subject to initial review by
an IRB might be acceptable despite the
absence of a review. One comment
argued that if the agency does not
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consider the data, it might

members of the public of the op

to use a test device that will benefit
them. This comment suggested that the
problem could be dealt with by
permitting an investigation to be
approved by an IRB after the fact.

FDA rejects these comments. Post hoc
review by an IRB is con to the
purposes of IRB review. FDA believes it
possesses the statutory authority to
reject the data from a study, even
though the scientific validity of the data
generated may not have been affected,
when the clinical investigation did not
receive IRB review, or when the clinical
investigation was under the review of a
disqualified IRB or was conducted at a
disqualified institution. Although the
agency may not reject the data in every
case, it reserves the right to do so when
circumstances so warrant,

§ 56.103(b) has been modified
accordingly. The will consider,
among other factors, the risks to human
subjects that would be created if it
rejected the data and required that the
study be redone.

47. One comment stated that FDA
should not require IRB approval for
studies being conducted after premarket
approval of a regulated article has been
granted by the agency.

The comment misunderstands the
scope of these regulations, as stated in
§ 56.101, These regulations govern
studies of regulated articles that are
conducted for submission to FDA.
Studies that are not intended to be
submitted in support of an initial or
supplemental research or
permit do not fall within the purview of

these regulations. The believes,
however, that the best protection for
human subjects would be for all clinical
studies to be reviewed by an IRB.

48. Many comments objected to the
provision in proposed § 56.6 that would
have waived the requirement for IRB
review of clinical investigations begun
prior to the effective date of these
regulations only if those studies were
completed within 1 year of the effective
date. Some comments suggested that
studies should be exempted if they were
completed within 2 years. Others
suggested that studies be exempted if
completed within 3 years. Ten
comments urged that the regulations
should apply only to studies begun after
the effective date.

FDA has decided to exempt all studies
that were before the effective
date of these regulations and that were
not otherwise subject to a requirement
of IRB review under FDA tions
befo!'e that date, and § 56.104(b) so
Provides. The agency believes that the
administrative burden that would be

created by requiring IRB review of
studies that were begun before the
effective date of Part 56 far outweighs
any benefits to human subjects that
might be created. If the requirement was
extended, the large number of studies
that IRBs would suddenly have to
review would prevent them from
reviewing new proposals and from
undertaking their continuing review of
previously approved research. FDA
believes that IRBs should be free to
coficentrate on the latter two types of
research.

However, FDA advises that any
expansion of a study that would
otherwise be exempt under § 56.104 (a)
or (b) to include a new institution will
be subject to IRB review. Thus, if a new
inagtnﬂfon is added to a mlnlgzntmd
study of an investigationa or
device after the effective date of these
regulations, IRB review must be
conducted at the new institution.

49, FDA received numerous comments
about sed § 56.6(b), which would
have established the circumstances in
which the requirement of IRB review
could be waived. Several comments
objected to this provision on the ground
that human subjects would not be
adequately protected if a waiver were
granted.

FDA is in substantial agreement with
the latter comments. However, the
agency that there may be
circumstances in which a waiver would
be appropriate. Therefore, FDA has
revised the waiver provision (§ 56.105)
to provide a sponsor or a
investigator with an opportunity to
request that the agency waive some or
all ofbt:u mﬂtzqmmb.ATu
may be grante responsible
Bureau. The agency cautions, however,
that it anticipates using the waiver
provision only in circumstances,
upon a showing that a waiver is in the
interest of patients who are subjects,
and that an alternate mechanism for
assuring the protection of human
subjects is available. FDA also advises
that, at the present time, it will consider
applimtio?mﬁ:r a waiver for those
investigati new applications
that have been oommy termed
“compassionate INDs" or "treatment
INDs" or for the distribution of
investigational drugs under an
investigational new drug exemption for
the treatment of patients when alternate
therapy is not available or is less
effective. FDA also points out that
because the statute requires IRB review
of device studies, the agency will not
waive the requirement of IRB review in

8.;: . suggested that the

50, comment t

FDA regulations concerning membership

of an IRB should be identical to the HHS
ations. -

A agrees, and the agency has ™~
rewritten proposed §§ 56.21, 56.25, 56.26,
and 56.34 (now § 56.107) to conform to
the revised HHS requirements.

51. Several comments stated that FDA
should not require racial and cultural
diversity of IRB members because this
requirement may be inappropriate to the
community that the IRB serves, and
because this requirement has no
relevance to the competence of persons
who serve on an IRB. One comment
stated that the IRB regulations are an
inappropriate place to implement
affirmative action plans.

These comments misinterpret
§ 56.107(a). The regulation does not
require racial and cultural diversity in
all cases. It requires that the racial and
cultural backgrounds of the members be
sufficiently diverse to assure that the
IRB will be sensitive to the attitudes and
concerns of the community and to the
human subject population.

52. One comment suggested that it
would be helpful if the term “cultural
background” was defined.

FDA has used the term “cultural
background"” in § 56.107(a) to
encompass such socio-economic v
characteristics as age, economic status,
and ethnic origin.

53. One comment ed that
provision be made in the regulations for
an IRB to include alternate members.

Although § 56.107(a) does not
explicitly provide for alternate
m:mbers. it would allow a(n IR? to
adopt written procedures (see § 56.108)
for using alternate members in the IRB's
deliberations in case one of the regular
members is absent or is disqualified
from considering a proposal because of
a conflict of interest. FDA points out,
however, that the names of any
alternate members must be included on
the list of IRB members required by
§ 56.115(a)(5

54. Several comments stated that
there was no basis for an IRB
to have members of both sexes. Two
comments suggested that a balance of
men and women might not always be
possible, and therefore, the requirement
should be amended to read, “if
possible.”

FDA rejects these comments. The
agency believes that to achieve a
reasonable ethical perspective, IRB
membership should be comprised of
both men and women. Section 56.107(b)
does not require that the number of men
and women be equal. Rather, it requires
that the IRB not be made up only of men
or only of women. FDA points out that
this requirement does not mean that
members of both sexes are required to
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be present for a quorum. No comments
pointed to any specific situations in
which it would not be possible to find
competent men and competent women
to serve on an IRB.

55. Several comments stated that the
standards for IRB membership in the
proposed regulations were too
restrictive, The comments urged that
FDA adopt more flexibile requirements
on the make-up of an IRB. Three
comments pointed out that it would not
always be appropriate to have a
physician or to have a scientist on a
five-member board. In contrast, one
comment stated that the proposed
requirements for IRB composition were
too vague.

FDA recognizes that it cannot specify
in detail the composition of an IRB that
would be appropriated to review each of
the diverse types of studies that are
included within FDA jurisdiction.
Therefore, FDA has rewritten § 56.107 to
allow an institution great flexibility in
the make-up of its IRB. The regulation
sets forth the minimum requirements
that FDA believes must be met if an
IRB's advice and counsel are to receive
respect. In addition to the racial and
cultural diversity discussed in paragraph
51 of this preamble, an IRB must possess
the professional competence to review
the research activities it considers
(§ 56.107(a)). It may not be made up of
members of one profession (§ 56.107(b)).
An IRB must include at least one
member whose primary concerns are in
nonscientific areas (§ 56.107(c)), and at
least one member must have no
connection to the institution except for
his or her membership on the IRB
(§ 56.107(d)). FDA has eliminated the
requirement that an IRB must include at
least one physician and one scientist in
all cases. This change was made in
consultation with HHS to achieve
identifical requirements and takes into
consideration the need for some
flexibility in the make-up of IRBs that
review FDA-regulated research.
However, FDA emphasizes that
§ 56.107(a) requires that IRBs have as
members persons with the professional
competence necessary to review the
proposed research. For example, FDA
would expect that an IRB that reviews
investigational new drug studies will
include at least one physician.

56. One comment suggested that it
would be helpful if the term
“nonscientist” was defined.

FDA believes that the examples given
in § 56.107(c) of the types of individuals
“whose primary concerns are in
nonscientific areas” adequately explain
this term.

57. One comment stated that in spite
of the recommendation of the National

Commission that an IRB that regularly
reviews research that has an impact on
vulnerable subjects should include
persons who are primarily concerned
with the welfare of those subjects, no
provision for special representation of
vulnerable subjects was contained in
the proposed regulations.

FDA disagrees with this comment.
Such a requirement is contained in
§ 56.107(a).

58. One comment recommended that
rather than setting out a specific number
of lay persons to serve on an IRB, the
regulation should establish a minimum
E:oportlon of the membership that is to

nonscientists.

FDA disagrees with the comment. The
standards set forth in these regulations
are minimum standards that must be
met by an IRB. If an institution or IRB
wishes to exceed these standards and
have a certain proportion of the IRB
members be nonscientists, it is free to
do so. However, an IRB must retain the
necessary expertise to effectively
review any protocol submitted to it, and
therefore, it may need a number of
scientists (whether medical doctors,
dentists, technical staff, or others) on
the IRB. FDA believes that, except for
minimum standards, it should not
dictate how many people should be from
a specific profession.

59. One comment objected to the
exclusion from membership on an IRB of
immediate family members of a person
affiliated with the institution. This
comment stated this requirement would
put severe restraints on recruiting IRB
members in academic communities.

FDA points out that § 56.107(d) does
not exclude members of the immediate
family of a person affiliated with an
institution from being members of an
IRB. However, none of those family
members may serve as the nonaffiliated
member of the IRB. This rule is
consistent with the National
Commission’s recommendation. FDA
believes that even in small academic
communities in IRB can find at least one
person willing to serve on the IRB who
is not affiliated with the institution and
who is not the immediate family
member of a person affiliated with the
Institution.

60. Many comments stated that under
proposed § 56.26 (now § 56.107(e}),
members of an IRB who selected other
members would be precluded from
conducting research. Several comments
stated that the requirement should only
be that an IRB member may not
participate in the IRB's initial or
continuing review of a clinical
investigation in which the member has a
conflicting interest. One comment
suggested that the section should be

modified so that no investigator would
select IRB members solely to review his
or her own investigation. One comment
stated that IRBs at larger institutions
had sufficient numbers of members to
permit members to disqualify
themselves if they felt there was a
conflict of interest.

FDA agrees that revision is needed
and has rewritten § 56.107(e) to coincide
with the corresponding section in the
Department's regulations. This
requirement now provides that no
member of an IRB may participate in the
IRB's initial or continuing review of any
clinical investigation in which the
member has a conflicting interest. FDA
believes that the IRB or the institution
should determine what constitutes a
conflicting interest.

61. One comment suggested that for
each local IRB to seek consultative
opinions on studies proposed for many
research centers is redundant and would
hinder the timely initiation of important
research.

FDA agrees with this comment.
Cooperative review of multi-institutional
studies is expressly authorized by
§ 56.114. Expert technical opinion can be
provided by a central source, so that
each IRB can use that opinion to
evaluate the study in light of the ethical
standards of the local community.

62. One comment on proposed § 56.34
(now § 56.107(f)) suggested that
consultants be allowed to vote with an
IRB.
FDA rejects this comment. The
decision of an IRB must represent the
judgment of the members of the IRB,
Although consultants should provide
information about the ethical
acceptability of a study, FDA believes it
would be a distortion of their function to
permit them to vote, Therefore,

§ 56.107(f) prohibits consultants from
voting.

63. One comment on proposed § 56.80
Now § 56,108(a)) suggested that the
requirement in the 1978 proposal that an
IRB adopt written procedures for the
initial and continuﬁ review and
monitoring of clinical investigations be
modified to delete the requirement of
“Monitoring." The comment argued that
the sponsor was primarily responsible
for monitoring.

FDA deleted the term “monitoring”
from reproposed § 56,80 in the Augus!
14, 1979 document. FDA has further
rewritten § 56.108(a) in these final
regulations to match the HHS section.
However, FDA points out that [RBs are
responsible for the continuing review of
a study to ensure that the rights and
welfare of human subjects are protected:
Therefore, FDA would expect IRBs to
review studies at a frequency consistent
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with the risks and to consider those data
that bear on the rights and welfare of

the human subjects, (See paragraph 89
below.)

64. One comment stated that instead
of uniformity among IRBs, there will
probably be diversity because each IRB
will be able to establish its own
regulations within the loose Federal
framework.

FDA agrees that each IRB will be able
to establish its own procedures within
the Federal framework, which
represents minimum standards. An
institution or IRB is free to impose
greater standards of protection for
human subjects than those required by
these regulations. As stated previously,
FDA does not believe that it should
provide detailed directions to IRBs on
how they are to comply with these
regulations. How the IRBs meet the
general standards should be left to each
individual IRB and institution.

85. A few comments stated that IRBs
are being forced into a “police role” as
opposed to an ethical review in an
atmosphere of trust and cooperation.

FDA disagrees with the comments,
There is no requirement that IRBs treat
investigators with less cooperation than
in the past. However, it is up to the IRB
to assure itself, by whatever method it
deems appropriate, and to assure FDA
that the rights and welfare of human
subjects are being protected. FDA
encourages IRBs and clinical
investigators to cooperate and interact
with each other in & nonadversarial
manner. Nevertheless, FDA considers it
an appropriate requirement that IRBs
develop procedures to determine
whether there is a need for verification,
from sources other than the
investigators, that there has been no
material change in certain protocols
since their previous review. Verification
15 not required by FDA but should be an
available avenue when, in the opinion of
the IRB, verification will provide
necessary protections for subjects
involved in greater than minimal risk
research,

66. Several comments on proposed

§ 56.81 objected to daﬁnlngl; qpugsr:m in
terms of specific professional groups
that must be represented, These
tomments asserted that such a
requirement could have the effect of
giving one member of the IRB the power
'o prevent the IRB from meeting by
relusing to appear. A few comments
suggested possible remedies to this
Situation, including adopling a rule that
any member who missed two
tonsecutive meetings of an IRB without

good cause would automatically be
dismissed.

As stated previously, FDA believes
that, within the framework of these
regulations, each institution or IRB
should set up its own rules and
procedures governing IRB membership
and attendance. However, FDA believes
that it is important that a person whose
primary concerns are in nonscientific
areas be present when the IRB conducts
its business because that member
represents an important element of
diversity. Therefore, FDA has retained
in § 56.108(b) the requirement that the
nonscientific member must be present
for there to be a quorum. To ensure that
a nonscientific member will be present,
an IRB may wish to have more than one
member whose primary concerns are in
nonscientific areas.

67. Several comments stated that FDA
should allow meetings to take place by
conference calls. These comments
argued that effective dialogue can occur
between IRB members on conference
calls without forcing the members to be
physically present in one room.

Although FDA, like HHS, encourages
meetings to take place with members
physically present in the room, FDA also
recognizes that in some cases time and
commuting expense would favor
conference calls. As long as each IRB
member can actively participate in any
discussion of a protocol and has all
pertinent material before the call, FDA
has no objection to allowing meetings to
occur in such a fashion and will
consider meetings that take place by
conference call to be “"convened”
meetings. These meetings must follow
the same requirements (minutes, etc.) as
meetings with members physically
present.

68, One comment stated that the
proposed requirement in § 56.87(b) (now
§ 56,108(c)) that an IRB report any
serious or continuing noncompliance by
investigators with the IRB's
determinations to the institution and to
FDA extends beyond the intended role
of an IRB.

FDA rejects this comment. During the
course of its continuing review of a
study, an IRB may become aware that a
clinical investigator has not complied
with its requirements or determinations.
If the noncompliance is serious eno
an IRB may withdraw its approval of the
investigation. Disciplinary action
sgainst the investigator may also be in
order. Consequently, FDA has required
in § 56.108(c) that the IRB report an
investigator’s serious noncompliance to
the bodies that have authority to take
action against the investigator—the
institution and FDA.

89. One commen! on proposed
§ 56.87(b) agreed that it was appropriate

for IRBs to report any noncompliance

with the requirements of the IRB to FDA,
but the comment stated that IRBs should
also have authority to suspend the
investigator until the situation is
reviewed by FDA.

Under § 56.113, the IRB is authorized
to suspend or terminate its approval of
any research that is not being conducted
in accordance with the IRB's
requirements or that has resulted in
unexpected serious harm to human
subjects. Where appropriate, action
against a clinical investigator may be
taken by FDA, or by the institution
either directly or through the IRB if that
authority is delegated to the IRB by the
institution.

70. One comment stated that it was
unclear in proposed § 56.82 whether a
complete review of a proposed -
investigation is necessary if minor
changes in the protocol, requested by
the IRB, are agreed to by the
investigator and the sponsor.

FDA believes that it is up to each
individual IRB to decide whether it
wants to review the study completely or
merely to note that the requested
changes have been made. However, the
IRB must maintain documentation of
changes made (§ 56.115(a)(2)). FDA has
rewritten § 56.109(a) to match the
corresponding section in the
Department's regulations. This section
provides that the IRB shall review and
shall have authority to approve, to
require modifications in, or to
disapprove all research within FDA's
jurisdiction.

71. Many comments objected to
proposed § 56.82(a) because they
interpreted the proposed regulations to
require IRBs to conduct a scientific
review of pertinent prior animal and
human studies with the test article, as
well as ethical review. A few comments
stated that IRBs may not wish to see the
complete animal studies but may wish
to see only the conclusions from those
studies.

FDA has deleted the requirement of
review of prior studies from § 56.109(a).
FDA emphasizes that it would not
expect an IRB to conduct a scientific
review of a study excepl lo the extent
necessary for the IRB to assure itself
that the human subjects will not be
needlessly placed at risk. However, an
IRB is free to review prior studies, in
whole or through summaries,

72. On its own initiative, FDA has
added § 56.109 (b) and (c) to these

ulations to make explicit an IRB's
obligations with regard to the informed
consent materials that are to be given to
human subjects by the investigator (see
Part 50 published elsewhere in this issue
of the Federal Register).

|
l
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73. One comment suggested that FDA
explicitly authorize IRBs to require that
human subjects in studies involving
greater than minimal risk be given a
cooling off period in which to consider
the information that they have been
given as part of the informed consent
process.

FDA does not agree that there is a
need to make such an explicit
authorization. Implicit in the [RB's
authority to review the information
given to human subjects as part of
informed consent is the authority to
require that a specific period of time
must lapse between when the
information is presented to a potential
subject, and when the subject must
decide whether to participate in the
investigation. i

74. One comment suggested that
informed consent materials be sent to
FDA for approval before the start of a
study. '

FDA disagrees with this suggestion.
Because IRB review includes an
assessment of the adequacy of informed
consent, FDA does not believe that prior
approval of informed consent materials
by FDA is necessary for all of the
clinical investigations submitted to the
agency. However, FDA points out that it
may review consent materials if they are
submitted as part of an application for a
research permit or during the course of
an inspection of an IRB or clinical
investigator.

75. Many comments objected to the
requirement in the proposed regulations
that the IRB notify the investigator or
sponsor in writing that it has received
the proposed investigation. A few
comments stated that the actual
paperwork used by an IRB to conduct its
business is its own responsibility.
Another comment, however, stated that
both the investigator and the sponsor
need to be informed of IRB activities, so
both should be notified when the study
is received for review.

FDA agrees that this requirement
should be deleted from the final
regulation. The decision of the IRB to
approve or not to approve the study,
rather than the date of rec=ipt of the
study for review, is the information that
must be communicated to the
investigator (see § 56.109(d)).

76. Several comments suggested that
an IRB has no relationship to the
sponsor but only to the investigator and
the institution. These comments
suggested that, consequently, an IRB
should not have to communicate at all
with the sponsor.

As explained in paragraph 5 of this
preamble, FDA agrees with these
comments and has deleted from

§ 56,109(d) the requirement that the IRB
notify the sponsor.

77. Several comments objected to the
requirement contained in the proposed
regulations that an IRB must approve or
disapprove an investigation as soon as
possible after receipt of the proposal.
These comments suggested that this
requirement could be interpreted to
mandate that special meetings be
convened merely because a study was
submitted or could lead to confusion
about what “as soon as possible” meant.

FDA agrees with these comments and
has deleted this requirement from the
final regulations.

78. One comment on proposed § 56.87
(now § 56.109(c)) stated that it was
unclear how often an IRB should review
research covered by these regulations.

Section 56.109(c) explicitly states that
review shall occur at intervals
appropriate to the degree of risk but not
less than once per year.

79. Several comments stated that in
the provisions for continuing review of
research by an IRB, FDA is attempting
to delegate its authority to enforce the
act to a group of private citizens. One
comment stated that this provision
would make the IRB into an investigator
for FDA. These comments stated that
the act does not grant FDA authority to
make such a delegation.

FDA rejects these comments, FDA is
not delegating its authority to enforce
the act. However, unanticipated risks
are sometimes discovered during the
course of an investigation, and new
information sometimes comes to light
showing that the risks in a study are not
justified. Periodic review will assure
that these risks are promptly brought to
the IRB's attention and will provide
extra protection to subjects.
Consequently, FDA believes periodic
review by an IRB is essential if an IRB is
to adequately protect the rights and
welfare of the human subjects involved
in a clinical investigation. In paragraph
4 of this preamble, FDA already
discussed its authority to adopt
requirements that protect human
subjects and there is no need to repeat
that discussion here.

80. One comment suggested that these
regulations should authorize IRBs to
require investigators to provide human
subjects with any new knowledge about
a test article that is developed during
the course of a study.

FDA and HHS have both provided as
an additional element of informed
consent that significant new findings
developed during the course of the
research that may affect the human
subject's willingness to continue to
participate must be provided to the
subjects. Section 50.25(b)(5) of FDA's

informed consent regulations published
elsewhere in this issue of the Federal
Register so provides for investigations
that fall within the jurisdiction of FDA,
The comment does not require any
change in Part 56.

81. Several comments on proposed
§ 56.83 (now § 56.110) offered
suggestions of different types of studies
that should receive expedited review.

FDA has carefully reviewed these
comments, along with the comments on
expedited review received by HHS, and
has developed a list of procedures that,
if they involve no more than minimal
risk, can receive expedited review.
Publication of the list is pravided for in
new § 56.110. FDA had ded that
expedited review should play a much
more important role under the final
regulations then the agency originally
proposed. After reviewing the
comments, FDA believes that it is
unnecessary to require that a full IRB
meet to consider every study. For
studies that present minimal risk,
expedited review strikes the appropriate
balance between protection of patient
and minimizing the burdens imposed by
these regulations.

The expedited review list has been
separated from the text of these
regulations and is published as a notice
elsewhere in this issue of the Federal
Register. FDA views this list as being
subject to change and encourages public
comment on what additional classes of
research should be included in this list.
The agency will publish appropriate
revisions of the list in the Federal
Register as the need arises. FDA also
points out that the Department is
publishing a slightly different list, but
the differences are caused by the fact
that HHS funds many types of studies
that do not fall within FDA jurisdiction.

82. One comment on proposed § 56.83
suggested that because some changes [n
protocol are universally accepted as
minor, they should be listed in the
regulations. Another comment suggested
that “minor change” should be specified
to avoid confusion.

FDA disagrees with these suggestions.
The scope of investigations regulated by
FDA is so broad that FDA does not
believe that it is feasible for the agency
to list all of the different changes that
might be considered to be minor. The
agency advises that it considers thal
changes that result in increased risk 10
human subjects are not minor. However,
FDA is unable to generalize about
whether changes that apparently do no!
entail increased risk are minor. For
example, the agency recognizes that 8
substantial increase in the number of
human subjects above that originally
approved by the IRB might be
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considered to be a minor change in

some clinical studies but a major ch

in others. Therefore, FDA believes that

it is up to the IRB to determine on a
case-by-case basis whether a proposed
change in & protocol is minor. The
agency intends to provide additional
guidance on this issue in the educational
program that it will conduct with the
Department. The comments are rejected.

83. On its own initiative, FDA has
added new § 56.110(c), which matches
the HHS requirement, so that all
members of an IRB will be kept
informed of the studies approved under
the expedited review procedure. FDA
believes thalt it is important that all IRB
members know what studies are being
approved at that institution. An IRB is
free to adopt specific procedures for
keeping individual members informed.

New § 56.110(d), which is also
identical to the HHS provision, permits
FDA to suspend an IRB’s use of
expedited review when it becomes
necessary to protect the rights or
welfare of the human subjects involved
in a study. Although it is unlikely that
this provision will be used by the
agency excepl in the most unusual
circumstances, FDA believes that it is
important, to protect human subjects, to
retain this flexibility in the regulation.

84. Several comments on pro
§ 56.88(a) (now § 56.111(a)(1)) objected
to IRB review of research methods,
stating that IRBs are not qualified to
conduct such review, and that IRB's
primary responsibility is not to
dc!srmine the scientific merit of the
study,

FDA agrees with these comments. It
has drafted § 56.111(a)(1) to focus on the
risks to subjects. FDA reemphasizes that
[RBs need not conduct scientific reviews
of clinical investigations except to the
exlent necessary to determine that
human subjects will not be exposed
unnecessarily to risk.

85. One comment on proposed
§ 56.86(c) asserted that the meaning of
the phrase “safest procedures” is
unclear.

FDA agrees and has revised
§56.111(a){1)(i) to clarify the intent of
the regulations with respect to risk.

86. One comment suggested that FDA
adopt the HHS language on use of
procedures being performed for
diagnostic or treatment purposes, when
‘h'-‘;“e procedures are appropriate,

FDA agrees with the comment and
has adopted language in
§ 56.111(a){1)(ii) to match the HHS
fequirement. The IRB should ensure that
if procedures that are to be used in a
study are already being used on a

uman subject for diagnostic or
reatment purposes, the research

procedures will be coordinated with the
diagnostic or treatment procedures to
avoid unnecessary repetition of the
procedures.

87. Two comments suggested that
proposed § 56.86(d) requiring that “risks
to subjects be reasonable"” and that “the
importance of the knowledge to be
gained should be considered” needed
clarification.

FDA has rewritten § 56.111(a)(2) to
match the HHS requirement. FDA
advises that in a placebo-controlled
trial, for example, no immediate benefit
to the placebo group would be
anticipated, so that the risks to that
group must be reasonable in relation to
the importance of the knowledge to be
gained in the research. The regulations
now state that the IRB shall not consider
possible long-range effects of the
knowledge gained in the research as a
risk of conducting the research. Onl
those risks that relate to the particular
human subjects involved in the
investigation must be considered by the
IRB.

88. Two comments on proposed
§ 56.86(b) (now § 56.111(a)(3)) stated
that the term “equitable” was
ambiguous and needed further
explanation.

FDA disagrees with the comments,
Special subgroups of the population
should not have to bear a
disproportionate amount of the risks of
research that benefits others. The
subjects of an investigation should not
come from any particular group simply
because it is convenient for the
investigator to draw from that group.
Scientific design and alternate human
subject populations should be
consid in assessing whether the
selection of subjects is “equitable.” For
example, the IRB should require that the
investigator justify the proposed
involvement in the study of hospitalized
patients, of other institutionalized
persons, or of disproportionate numbers
of racial or ethnic minorities or persons
of low socioeconomic status. The
:ommenlc are reieﬁtl?dl.‘ :(xild

56.111(a)(3) is published as pro,

89. One comment questioned 'E;ued.
meaning of the requirement in proposed
§ 56.86(g) (now § 56.111(a)(6)) that,
where appropriate, data be monitored.

Where appropriate, IRB's should
require that the research plan make
adequate provision for monitoring the
data collected to ensure the safety of
human subjects. This procedure might
be an appropriate requirement in large
scale clinical trials or in studies with a
high degree of risk. The IRB may require
the use of data safety monitoring boards
in order to meel the requirements of this
provision. Thus, if it becomes clear that

risks are greater than anticipated, or
that the benefits do not justify the risks
of the research, the IRB is informed and
can act on the information. This
provision matches the HHS requirement.

90. One comment suggested that each
IRB should set out guidelines for
determining at what point in each
experiment one treatment is shown to
be safer and more effective than
alternate treatments or no treatment.

FDA disagrees with this s stion.
IRBs generally will not have the
scientific consistence to make such a
judgment. The determination whether
and at what point in an investigation a
test article has been shown to be safe
and effective in accordance with the
requirements of the act is a
determination that must be made by the
investigator, the sponsor, and,
ultimately, FDA. The comment does not
require any change in the regulations.

91. One comment stated that the
regulations should protect vulnerable
groups, such as minorities, The comment
stated that neither the HHS nor the FDA
proposed requirement was sufficient in
this regard.

FDA has rewritten § 56.111(b) (and
HHS has rewritten the corresponding
provision in its regulations) to require
that the IRB assure that appropriate
additional protections are provided if
the human subjects are from a
vulnerable group.

92. One comment stated that before
exposing human subjects to risk, an IRB
should be required to make a
determination that treatment is
available for injuries that may arise
from the research.

FDA disagrees in part with this
comment. Section 50.25(a)(6) of the
informed consent regulations requires
that the subject be told if treatment for
injuries is available. It should then be up
to the subject to decide if he or she
wishes to participate in the study.
However, FDA agrees that the IRB
should determine whether the
investigator has made adequate
provision for emergency medical care, if
it appears that such emergency care
may become necessary during the
course of the investigation.

93. One comment suggested that IRB's
should follow human subjects after
completion of the study, unless the
investigator can show that it is not
necessary to do so.

FDA disagrees and rejects the
suggestion. If anyone should follow
subjects after completion of the study, it
is the investigator or the sponsor. IRBs
are generally not in a position to follow
human subjects. If an [RB believes that
it is necessary to do so to protect the
subjects, it can require as part of the
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protocol that the investigator follow
subjects after the completion of the
study.

94. Several comments on proposed
§ 56.8 stated that a means is needed for
an investigator, a sponsor, or an
institution to appeal an IRB ruling.

FDA has renumbered § 56.8 as
§ 56.112 in the final regulations to
conform with those issued by HHS. The
National Commission did not
recommend that there be a mechanism
for appeal from IRB determinations.
However, there is nothing in § 56.112
that would prevent an institution from
formulating an appeals mechanism, so
long as the final ruling body is an IRB
that satisfies the requirements of Part
56. Appeal of an adverse IRB
determination to other institutional
bodies that do not meet the
requirements of Part 58 is not allowed
under the regulation.

95. One comment questioned why
officials at an institution could overrule
IRB approval but not IRB disapproval of
a study. Another comment stated that
§ 56.8 might abrogate the authority of
the head of and institution.

Review and approval of a proposed
clinical investigation by an IRB should
not preclude a subsequent decision by
the institution itself to reject the
investigation. Officials of the institution
take into account factors other than
ethical acceptability and patient
protection in deciding whether to
authorize a particular investigation. For
example, IRBs do not make decisions
mgangmg the priority of funding studies
or policy on whether to conduct a
certain type of study at the institution.
Therefore, FDA believes that
institutional officials should have the
authority to overrule an IRB's decision
to approve a study. At the same time,
FDA has decided not to authorize an
institution to overrule and IRB's
rejection of a study. If an institution had
that authority, and IRB would become
merely advisory, and its responsibilities
would be eliminated. The comments do
not warrant any change in the
regulations.

96. Several comments on proposed
§ 56,92 stated that the sponsor should be
given notice of a decision by an IRB
either to suspend or to terminate
approval of a clinical investigation.

FDA rejects these comments for the
reasons explained in paragraphs 5 and
76 of this preamble.

97. One comment on § 56.92
(now § 56.113) stated that once FDA has
acted on an application for a research
permit, it would be unfair to allow an
IRB to suspend its approval of a
particular clinical investigation.

FDA disagrees with the comment. An
IRB focuses on different factors in its
review of a proposed investigation than
the agency considers in deciding
whether to grant a research permit.
Consequently, approval of a proposed
investigation by either an IRB or FDA
does not preclude the other entity from
sm:ﬁendjng or terminating the approval
of the investigation at a later date.

98. FDA has deleted from the final
regulations the criteria for disapproval
and suspension or terminatien of
approval of a clinical investigation that
were proposed in § 56.90. Section 56.113
now states that an IRB may suspend or
terminate its approval of research that is
not being conducted in accordance with
the IRB's requirements or that has been
associated with unexpected serious
harm to subjects. This section now
conforms to the HHS provision. The
agency believes that the section, as
revised, adequately specifies general
criteria for the suspension or
termination of the IRB's approval of an
ongoing study. The section also requires
that the IRB promptly notify FDA of its
actions. Where necessary, FDA can, in
turn, take any steps necessary to assure
that the subjects are protected,

99. Several comments objected to the
requirement in proposed § 56.90 that,
after suspending or terminating approval
of an investigation, the IRB make
recommendations to FDA about the care
of the human subjects of that
investigation. The comments argued that
it was the responsibility of a physician,
and not an IRB, to make such
recommendations,

FDA agrees with the comments and
has deleted this rwlrmem from the
final regulations. The agency believes
that this requirement inappropriately
imposed medical responsibilities on an
IRB. The responsibility for human
subjects in a study for which IRB
approval has been suspended or
terminated is more properly shared by
the clinical investigator, the institution,
and the sponsor.

100. Section 56.114 in the final
regulations was proposed as § 56.9. That
section has been rewritten for clarity
but there is no change in its intent. It is
now consistent with the corresponding
provision in the HHS regulations. The
purpose of this section is to assure IRBs
that FDA will accept reasanable
methods of joint review. Thus, an IRB
need not re-review a study that has
already received approval from another
IRB, unless it chooses to do so,
However, FDA advises that the
requirement for the IRB to be sensitive
to such factors as community attitudes
(§ 56.107(a)) is applicable to § 56.114.
The IRB's records must include, either in

the minutes or elsewhere,
documentation of agreement that a
specific study will be reviewed
cooperatively.

101. Two comments on proposed
§ 56.185 (now § 56.115) suggested that
the records of an IRB should be
maintained by the institution rather than
by the IRB.

FDA agrees that, in some cases, it
may be more feasible for an institution
to maintain the records of an IRB.
Conseguently, FDA has rewritten
§ 56.115(a) to provide that either the
institution or the IRB may be
responsible for preparing and
maintaining adequate records of [RB
activities.

102. One comment stated that it is
unreasonable to require IRBs to keep
records because they lack adequate
storage facilities.

FDA advises that if an institution
delegates the responsibility to maintain
records to an IRB, it must also provide
the IRB with adequate facilities to do so,
The comment does not justify any
change in § 56.115.

103. One comment suggested that
proposed § 56.185 should spell out pvery
record that the agency wants an IRB to
keep. The comment stated that the
proposed requirements were not
sufficiently detailed.

FDA disagrees with this comment.
Section 56.115(a) in the final regulations
sels forth the minimum records that an
institution or an IRB must keep to
document the activities of the IRB. The
IRB or the institution is free to maintain
additional records if it chooses.
However, FDA does not believe that any
more extensive recordkeeping by the
IRB or the institution is necessary.

104. Five comments objected that the
documentation FDA proposed to require
was an unnecessary burden on IRBs.
These comments argued that the
proposed documentation is not
necessary to protect the rights and
welfare of human subjects.

FDA rejects these comments. The
agency believes that the records that an
IRB or an institution must maintain
under § 56.115(a) provide significan!
evidence of whether the procedures
utilized by the IRB are adequately
protecting the human subjects of the
investigations that the IRB is reviewing.
For example, when an IRB approves the
use of a “short form,” for informed
consent as provided in § 50.27(b)(2).
FDA would expect the IRB to retain in
its files a copy of the written summary
of the oral presentation of informed
consent information that is given to
human subjects in the clinical
investigation.
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105. Several comments stated that the attention of FDA. The agency could  regulations regarding obligations of

proposed § 56.185(d) (now

§ 56.115(a)(2)), which requires that the
minutes of an IRB meeting include a
summary of the discussion of
substantive issues, is not reasonable.

FDA agrees in part with the
comments, The National Commission
recommended, and FDA agrees, that it is
important to maintain detailed minutes
of IRB meetings. However, FDA decided
1o reduce the burden on IRBs by
requiring that the minutes contain: (1) A
basis for IRB action only when the
research is disapproved or requires
modification; and (2} A written summary
of the IRB discussion and resolution
only when it involves controversial
issues.

FDA does not believe that
summarizing the discussions of
controverted issues in the minutes will
have a chilling effect on those
discussions because FDA does not
require the identification of specific
individuals with specific comments in
the summaries. -

106. One comment suggested that
minutes could be kept by an audio tape
recording, which would be complete and
more accurate than any summary.

FDA agrees that a tape recording is a
more complete record of the meeting.
However, FDA advises that retention of
complete recordings of meetings does
not relieve an IRB of its obligation under
§ 56.115(a)(2) 1o keep at least brief
written summaries of its meetings that
must be available for inspection.

107. A few comments stated that the
voting records of individual members
should not be kept. The comments
stated that this requirement would have
a chilling effect on IRB members.

FDA believes the requirement has
been misunderstood. Proposed § 56.185
did not include such a requirement nor
does § 56.115 of the final regulations.
Section 56,115(a)(2) requires only that
the number of members voting for and
against a study be kept. While the
members attending the meeting would
also be recorded in the minutes,
individual voting records are not
required.

108. Three comments objected to any
requirement that voting records be kept.

FDA disagrees with these comments.
The voting records must be included in
the IRB records for FDA to document
that a majority of those members
present voted in favor of conducting a
particular study at that institution.
~ 109. One comment suggested that
individual voting records of IRB
members should be submitted to FDA,
50 that even if 8 member objected to a
study but was overruled by the other
members, the objection would come to

then take appropriate action.

FDA disagrees with this suggestion.
Section 58.115(a)(2) already requires
that votes of an IRB be recorded, and
that any controverted items discussed
be summarized in the ﬂl;inl:tes of IRB .
meetings. Consequently, there is no nee
to record individual members’ voting
records. In addition, except in the most
extreme circumstances, FDA does not
believe that it should second guess a
properly constituted and well-
functioning IRB on the ethical
acceptability of a study.

110, Several comments objected that
the records about the'members of an IRB
that were required in the proposed
regulations were overly burdensome.

The recordkeeping requirements in
§ 56.115(a)(5) have been limited to
provide that only information that
necessarily bears on the IRB's
impartiality and expertise must be
maintained.

111. One comment stated that the
record retention time required by
proposed § 58,185 (now § 56.115(b))

the possibility that
problems might not appear for 20 to 30
years.

This comment suggested that the
regulations should be changed to require
that records be kept 7 years for adults
and 25 years for minors and pregnant
women.

Although an institution is free to
adopt a longer requirement, FDA has
decided to match the HHS provision
that records must be kept a minimum of
3 years. The agency believes that the 3-
year requirement strikes an appropriate
balance between the need to retain
records and the administrative burdens
involved. Although some problems may
not become apparent for 20 years or
more, those instances are so rare that
the agency concludes that they do not
justify an absolute requirement that all
IRB records be retained for such an
extended period of time. In addition,
FDA reviews IRBs on a 2-year cycle.
Thus, the 3-year requirement will ensure
that all of the important records of the
IRB will be available for FDA review. If,
however, an institution or an IRB
believes tha! in a particular study it
would be appropriate to retain the IRB
records longer to protect the human
subjects involved, the institution or the
IRB is of course free to do so.

112. One comment stated that the
period that IRBs or institutions are
required to retain records should be
consistent with the record retention
requirements in the proposed
regulations regarding obligations of
sponsors and monitors of clinical
investigations and the proposed

clinical investigators.

FDA rejects this comment. The
records covered by these regulations are
quite different than those that are
proposed to be required under the
sponsor-monitor and clinical
investigator regulations. Therefore, the
agency believes that the three sets of
regulations need not be consistent on
this point. The agency believes it is more
appropriate to keep § 56.115(b)
consistent with the corresponding
provision in the HHS regulations. FDA
believes that the 3-year period satisfies
the needs of the agency while not
imposing an unreasonable
administrative burden on IRBs or their
parent institutions.

113. A few comments ted that
records could be maintained by
microfiche, microfilm, or other similar
photographic method, if the records are
properly verified as being accurate
reproductions of the original records.

FDA es with these comments.
There is nothing in these regulations
that would prevent records from being
reproduced and retained in this manner.

114. Many comments objected to the
requirement in proposed § 56.15(a) that
FDA be allowed to copy patient medical
records during an IRB inspection. Most
comments stated that IRBs do not have
individual patient records, Other
comments questioned whether FDA was
requiring IRBs to obtain those records.
Many comments stated that there were
problems with confidentiality if IRBs
were to oblain individual patient
medical records and maintain them in
the files for 5 years after completion of a
clinical investigation to which the IRB
records relate. Many comments stated
that if this information is needed by the
agency, it is available from either
sponsor or clinical investigator and
should be obtained through proper legal
channels from those persons.

In response to the comments, FDA has
deleted from the final regulations any
requirement that patient records be
maintained by an IRB or that patient
records be made available to FDA
during an inspection of an IRB. If it
becomes necessary for FDA 1o see the
medical records of individual patients,
adequate authority exists under the act
for FDA to obtain those records from the
clinical investigator or sponsor. Also,
because IRBs would rarely have
individual medical records, FDA wants
to assure IRBs that there is no need to
obtain individual patient records to
comply with the requirements of
§ 56.115,

115. One comment suggested that IRBs
do not have to submit to inspection by
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FDA because inspections require
warrants.

FDA rejects this comment and
declines to change § 56.115(b) to
respond to the comment. As discussed
in the preamble to the 1978 proposal,
FDA has authority to inspect an IRB, in
many cases, without the IRB's
permission. Under section 704(a) of the
act (21 U.S.C. 374(a)), FDA may inspect
establishments in which certain drugs or
devices are processed or held and may
examine research data that would be
subject to reporting and inspection
under sections 505(i) or (j), 507(d) or (g),
519, or 520(g) of the act. Under section
704(e) (21 U.S.C. 374(e)), FDA may
inspect certain required records
concerning devices. Thus, most sponsors
and many investigators of
investigational new drugs and
investigational devices, and the
institutions at which such studies are
conducted, are subject to FDA
inspection whether they consent or not.

FDA advises that if an IRB refuses to
permit inspection, FDA may, under
§ 56.115(c), reject the studies conducted
under review of that IRB from
supporting an application for a research
of marketing permit, or the agency may
seek a warrant to inspect. However,
there is no requirement that FDA obtain
a warrant before inspection.

116. Two comments stated that
inspections were too long, and that FDA
should provide more detail about how
inspections are to be conducted.

FDA has recently mailed an
information sheet on the inspection
process to the approximately 1,500
individuals, institutions, an
organizations that have communicated
with the agency previously about IRB's.
FDA also sponsored a workshop on IRB
compliance activities on November 7,
1980 (announced in the Federal Register
of September 26, 1980; 45 FR 83929). The
agency will distribute the transcript of
the workshop to interested parties; will
evaluate the workshop as well as
written comments on it; and will then
decide whether to make modifications in
the current inspection program. The
transcript and the information sheet are
on file under Docket No, 80N-0399 in
FDA's Dockets Management Branch
(HFA-305), Rm. 4-62, 5600 Fishers Lane,
Rockville, MD 20857. The transcript and
any comments on it may be seen in that
office between 9 a.m. and 4 p.m.,
Monday through Friday.

The comments do not require any
change in the regulation.

117, A few comments on proposed
§ 56.15(b) (now § 56.115(c)) stated that
FDA has no authority to refuse to
consider a clinical investigation in
support of an application for a research

or marketing permit if the IRB refuses to
allow inspection by FDA officials. Some
of the comments stated that FDA should
have the burden of showing that the
validity of the study is adversely
affected by the IRB's refusal to allow
inspection.

As stated in the preamble to the 1978
proposal, if follows from the authority to
issue regulations establishing standards
for IRBs that FDA also has the authority
to prescribe the terms on which it will
accep! data generated in a clinical
investigation reviewed by an IRB.
Therefore, the agency may refuse to
consider data from a clinical
investigation in support of an
application for a research or marketing
permit, unless the IRB that reviewed the
investigation consents to an inspection
by FDA.

The connection between an IRB's
refusal to permit an inspection and the
agency's refusal to consider data is
clear. FDA is charged by statute with
the obligation of ensuring the protection
of the rights and welfare of the human
subjects who participate in clincial
investigations involving articles subject
to sections 505(i), 507(d), and 520(g) of
the act. In performance of that
:::Samn. the agency has adopted these

ations requiring IRB review.
However, FDA has a concomitant
obligation to ensure that these
mgﬁauom are observed. FDA must
verify that IRBs are operating in
accordance with these regulations, and
it must have access to the IRBs and their
records to do so. When an IRB refuses to
permit FDA to inspect its records, FDA
cannot verify that the IRB is properly
constituted and operating correctly.
Consequently, the agency cannot be
assured that human subjects have been
given the protection that the IRB
mechanism is intended to afford, and it
may be appropriate for the agency to
refuse to accept the data from the
studies that the IRB has reviewed.

However, FDA points out two
additional facts: First, before rejecting
the data from a clinical investigation,
the agency will review each study to
determine whether the risks created by
requiring the study to be re-done
gutwelgh the benefits of rejecting the

ata.

Second, FDA expects that it will be a
very rare occurrence for an IRB to refuse
to allow an inspection by FDA
personnel. FDA has found that the vast
majority of IRBs are cooperative at the
time of inspection.

The comments do not justify any
change in § 56.115(c) from the regulation
as proposed.

118. A few comments stated that it is
unfair for the agency to “punish" the

sponsor of a study by refusing to accept
the data from a study that was reviewed
by an IRB that refused to allow FDA
inspection.

FDA has already explained in
paragraphs 46 and 117 above that it will
not automatically reject data. FDA also
points out that, with these regulations
(see § 56.120 et seq.), the agency has
available more direct administrative
aclions against institutions and IRBs [or
noncompliance. Thus, the agency may
apply sanctions directly against the
entity that refused inspection. However,
there may be occasions when it would
be appropriate for the agency to also
refuse to accept data, and FDA has
reserved that option.

119. FDA received numerous
comments criticizing the provisions of
Subpart K of the proposed regulations
(now Subpart E) relating to the
disqualification of IRB's.

In response, FDA has simplified and
streamlined Subpart E of the final
regulations. FDA has also shifted the
focus of the administrative sanctions for
noncompliance from the IRB to the
institution. The agency recognizes that
an IRB is created by and is responsible
1o the institution. Consequently, it is the
duty of the institution to assure that its
IRB meets the obligations imposed by
Federal statute and regulations. FDA
believes that when an IRB is found not
to be in compliance with the regulations,
and the institution to which the IRB is
responsible does not take positive steps
to correct the deficiencies, the
appropriate response is to take action
against the institution. However, there
are exceptions to this rule. If an IRB is
not directly responsible to a single
institution, e.g., where an IRB reviews
clinical investigations for more than one
institution, and the IRB is found not to
be in compliance with these regulations,
FDA believes it would be appropriate to
take action directly against the IRB. A
second exception is the situation in
which an IRB is one of several directly
responsible to a single institution, e.g.
where an IRB reviews certain kinds of
clinical investigations at the institution,
and where an IRB is found not to be in
compliance with these regulations. FDA
believes that it may not be algpropﬁ'ﬂ‘c
to disqualify all the IRBs at the
institution because one is out of
compliance. Therefore, FDA will take
action against the individual IRB, and
not against the institution, when the
institution has taken all appropriate
steps within its power to correct the
IRB's deficiencies, but the IRB remains
out of compliance. )

Section 56.120(c) reflects the agency §
shift in focus to the institution. However
the regulation also provides that FDA
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may take action agains! an IRB or a
component of the parent institution if
the agency determines that it is
appropriate to do so under the facts of
the particular case.

120. Several comments on proposed
§ 56.202(c) suggested that the lesser
regulatory actions that were referred to
in the proposed regulations should be
listed.

FDA accepts these comments. Section
56.120{b) has been added to the final
rule to set forth the lesser administrative
actions that the agency may take if FDA
finds deficiencies in the operation of an
IRB and to describe the circumstances in
which these lesser administrative
actions may be used by the agency.

121, Two comments stated that
notification of other Federal agencies of
a possible IRB disqualification, as
provided in the proposed regulations,
would presume that IRB is guilty before
it had an opportunity for a hearing and
would make it difficult to recruit
members.

FDA rejects these comments. In most
instances, FDA will not advise other
Federal or State agencies of deficiencies
in the operation of an IRB, unless the
agency decides to disqualify the IRB or
its parent institution. However, in
§ 56.120(b)(4), the agency has reserved
the right to do so if it finds serious
deficiencies in the operation of an IRB
during an Inspection. In addition, FDA,
as an agency of HHS, will share
knowledge gained from inspections with
other agencies within the Department,
;rlxc!z;dhing the National Institutes of
iealth,

122. A few comments stated that FDA
should exhaust all other remedies before
disqualification. Other comments
suggested that the IRB should have an
opportunity to correct or refute the
deficiencies found by FDA.

Section 56,121(a) of the final
regulations provides that
disqualification proceedings will not be
instituted by the agency, unless the
agency determines that grounds for
holding a hearing exist, and the
institution or the IRB has failed to take
adequate steps to correct the
deficiencies listed in the letter sent by
the agency under § 56.120(a).

123. One comment stated that if FDA
decided to retain the disqualification
mechanism, the regulations should
clearly state that disqualification will be
used only in the most extreme cases and
not on a routine basis.

FDA agrees with this comment.
Disqualification will be used by the
agency only when it is n to
protect the rights and welfare of human
subjects, and after the institution or IRB
has refused or has continuously failed to

comply with these regulations. FDA
hopes never to use this sanction, and,
based on the demonstrated willingness
of institutions to correct deficiencies in
their IRBs, the agency does not expect to
use this sanction except in the most
extraordinary circumstances, However,
the agency believes that it is important
to retain the option to disqualify an
institution or an IRB if it becomes
necessary to do so to protect human
subjects,

124, Several comments pointed out
that nowhere in the act is
disqualification mentioned. These
comments consequently concluded that
FDA lacks the authority to disqualify
IRBs.

FDA disagrees and rejects these
comments. FDA has previously
discussed its authority to promulgate
these regulations (see paragraphs 4 and
117 of this preamble). Inherent in that
authority is the authority to enforce
these ations. Disqualification is an
essential element of the enforcement
mechanism adopted by the agency.
Without such an enforcement
mechanism, compliance with these
regulations would be voluntary, and
these regulations would be nothing more
than guidelines that would not
adequately protect human subjects.

125, A few comments suggested that
disqualification of an IRB or an
institution would only hurt the sponsor,
because studies reviewed by the IRB
would not be accepted by FDA. The
comments stated that sponsors exert
little control over IRBs and have little
opportunity to ensure that IRBs comply
with these regulations.

FDA believes that it has responded to
these concerns in paragraph 118 of this
preamble. FDA would suggest that a
sponsor assure itself, through the
clinical investigator, that the IRB that
reviews the clinical investigation
protocol meets FDA requirements.

126. Several comments s ted that
FDA should send notice of the initiation
of proceedings to disqualify an IRB or its
parent institution to all investigators
and sponsors whose studies are under
the review of the IRB,

FDA rejects this suggestion. FDA
believes it would be an unreasonable
expenditure of agency resources for it to
send out such notices prior to a hearing.
While a great deal of effort would have
to be expended in putting together a list
of sponsors and investigators involved
with the institution and in sending them
notices, the reason for the notice could
be easily mooted if the IRB comes into
compliance, or if FDA decides against
disqualification. The agency believes
that its resources are better spent after
the hearing, notifying all interested

parties it can identify that the agency
has decided to disqualify the institution
or the IRB. FDA advises that this
notification may require publication of
the disqualification decision in the
Federal Register.

127. One comment suggested that an
additional provision should be inserted
into the final regulations to allow the
IRB 30 to 60 days to prepare for the
hearing, except where the safety of the
human subjects requires immediate
action.

FDA rejects this suggestion. Hearings
under these regulations will be
conducted in accordance with the
requirements for a regulatory hearing
before the FDA set forth in 21 CFR Part
16. Adequale time o prepare for a
regulatory hearing is afforded under
those regulations.

128, Several comments objected to the
grounds for disqualification set forth in
proposed § 56.202 (now § 56.121(b)). One
comment argued that a blanket
statement that disqualification could be
based on a failure to comply with any
regulations regarding IRBs would open
the door to harassment and abuse of this
system. Two comments stated that
although it would be appropriate to

an IRB if its noncompliance
adversely affected the rights and safety
of human subjects, it made no sense to
disqualify an IRB because its
nox:;:yompliance affected the validity of a
study.

FDA has revised the grounds in
§ 56.121(b) for disqualification. To
assure that the remedy is invoked only
when appropriate, § 56.121(b)(1)
provides that an IRB's failure to comply
must be repeated to be grounds for
disqualification (see paragraph 129).
Noncompliance that adversely affects
the validity of an investigation is no
longer a basis for disqualification
(§ 56.121(b)(2)).

129. Two comments stated that failure
to comply with these regulations should
not trigger disqualification. One of these
comments stated that FDA should have
to show a willful intent not to comply.

FDA disagrees with these comments,
Although disqualification will not be
used lightly, the agency should not have
to show that the IRB or the institution
did not intend to comply with the
regulations. Repeated failure to comply
may or may not indicate & willful intent,
but it is sufficient to trigger
disqualification. Section 56.121(b)(1) of
the final regulations so provides. The
important point is that the failure to
comply is repeated and not an isolated
event. Of course, a flat refusal to comply
with these regulations could also trigger
disqualification.

7
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130. Three comments stated that the
regulations should provide that the
agency will advise a sponsor of the
disqualification of an IRB thatis
reviewing studies of that sponsor.

FDA accepts this comment and has
revised § 56.121(c) to so provide. The
agency will notify any sponsor of which
it is aware that has had studies
reviewed by the disqualified IRB. This
notification may require publication of
the disqualification decision in the
Federal Register.

131. Several comments questioned
whether an institution has to replace its
IRB after the IRB is dl.uﬁmliﬁed.

Because FDA has shifted the focus 6f
these regulations from the IRB to the
institution, disqualification will usually
be directed at the institution itself. In
order for the IRB of a disqualified
institution to be in compliance with
these regulations, the institution would
have to be reinstated. The situation is
somewhat different for institutions with
more than one IRB or for institutions
whose studies are reviewed by an IRB
that serves several institutions, As
discussed in paragraph 119 above, FDA
may disqualify the IRB rather than the
institution in such situations. Those
institutions are then free to establish a
new IRB, to replace the disqualified IRB,
but FDA would not require them to do
s0. An institution with several IRBs may
choose 1o have another IRB that is
competent to assume the responsibilities
of the disqualified IRB. For example, the
institution would assign an IRB that
normally reviews drug studies the
responsibility to assume the review of
drug studies that were previously under
the review of a disqualified IRB.
However, FDA would find unacceptable
the assignment of those duties to an IRB
that normally reviews behavioral
research, whose members lack the
professional competence necessary to
review drug studies,

132. Several comments stated that
investigations reviewed by an IRB
before disqualification should not
aulomatically be presumed to be
unacceptable. A few stated that only the
particular studies where deficiencies
were found should be unacceptable to
FDA.

FDA disagrees in part with the
comments. FDA believes that if it is
necessary to disqualify an institution or
an IRB, the agency cannot be assured
that any study conducted at that
institution or reviewed by that IRB
provided for the rights and welfare of

‘the human subjecls. Because
disqualification will not be undertaken
lightly, the deficiencies that required
disqualification are likely to be so
pervasive that they had an effect on

more than one study. Therefore, FDA
believes that any study reviewed by a
disqualified IRB or conducted at a
disqualified institution is suspect.
However, as stated previously in
paragraph 46 of this preamble, the
agency will review the studies
conducted as a disqualified institution
or reviewed by a disqualified IRB to
decide on a case-by-case basis whether
to reject the data.

133. One comment expressed concern
that confidential information would be
disclosed to the public during the
disqualification process. A few
comments stated that no data, clinical
reports, or records regarding particular
studies ought to be disclosed.

Section 56.122 provides that the
determination of the agency to
disqualify an institution and the
administrative record regarding that
determination are disclosable to the
public under the agency’s public
information regulations. Under § 20.61
(21 CFR 20.61), any trade secret or
confidential commercial information in
the administrative record is exempt from
disclosure. Under § 20.63, medical and
similar files, the disclosure of which
would constitute a clearly unwarranted
invasion of personal privacy, are also
exempt. Therefore, there is no basis for
concern that confidential information
will be disclosed, and the comments are
rejected.

134. One comment stated that adverse
publicity caused by disqualification
would make recruitment for IRBs very
difficult.

FDA recognizes that some adverse
publicity may arise from a
disqualification of an IRB or an
institution. However, because IRBs play
such an important role in the protection
of human subjects, and because
disqualification will be undertaken only
when there has been a serious disregard
by an IRB or an institution of its
responsibilities, FDA believes it is
appropriate to retain the disqualification
mechanism and the provisions allowing
the agency to publicly disclose the fact
of the disqualification at the discretion
of the agency.

135. One comment stated that because
an IRB is created to serve an institution,
any disqualification should be of the
institution, and the burden of
reinstatement should be placed upon
that institution.

FDA generally agrees with these
comments and, except for the situations
discussed in paragraph 119 of this
preamble, has changed the focus of
disqualification and reinstatement to the
institution. To be reinstated pursuant to
§ 56.123, an institution mus! adequately
demonstrate to FDA how the concerned

IRB will comply with these nm.\laﬁona.
FDA does not believe that it should spell
out exactly how the institution should
demonstrate how compliance with these
regulations will be assured, because
institutions may choose different
methods of assuring such compliance.

136. Three comments stated that
additional sanctions against individual
members of an IRB would make it
difficult to recruit members to serve on
any IRB.

FDA disagrees with these comments.
Other sanctions will be used in cases
where disqualification of the institution
or the IRB might not be the appropriate
action, e.g., where individual members
of an IRB submit false information to the
Federal Government, which is a criminal
offense. The agency does not believe
that qualified people will be deterred
from serving on an IRB by the fact that
they will be held accountable if they
break the law,

137. One comment stated that in light
of the other sanctions referred to in
proposed § 56.215 (now § 56.124)
disqualifications would be superfluous

FDA disagrees with this comment. As
stated in paragraph 123 of this preamble,
while FDA expects to use
disqualification only rarely, it is
important that the agency retain the
option to use it if the need arises. In
some situations, disqualification may be
a more appropriate remedy than
criminal sanctions, In other situations, it
may be necessary: to institute
disqualification proceedings in
conjunction with criminal proceedings
to assure that human subjects will be
adequately protected.

138. FDA is adopting the conforming
amendments as proposed. However, in
accordance with the principles of
common sense, the amendments
proposed separately but applicable both
to Part 50 and Part 56 have been
combined and are included with FDA's
informed consent final rule published
elsewhere in this issue of the Federal
R >
139. On its own initiative, the agency
is also adopting amendments to the IDE
regulations (21 CFR Part 812) to conform
them to Part 56. The IDE regulations
were promulgated by FDA after the
August 14, 1979 reproposal of these
regulations, .

However, the agency has decided no!
to amend the IDE regulations for
intraocular lenses (21 CFR Part 813). The
ongoing intraocular lens investigations
are exempt from the requirements
established by these regulations under
§ 56.104(a). Therefore, it would not be
appropriate to modify Part 813 at this
time. In addition, the agency is revising
Forms FD-1571, 1572, and 1573 in 21 CFR
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312.1{a) to conform them to these
regulations. FDA stated in the 1678
proposal (43 FR 35198) that it would
revise these forms at the time the final
[RB regulations were adopted.
Therefore, under the Federal Food,
Drug, and Cosmetic Act (secs. 406, 408,
408, 501, 502, 503, 505, 506, 507, 510, 513~
516, 518-520, 701(a), 708, and 801, 52
Stat. 1049-1054 as amended, 1055, 1058
as amended, 55 Stat. 851 as amended, 59
Stal. 463 as amended, 88 Stat. 511-518 as
amended, 72 Stal. 1785-1788 as
amended, 74 Stat. 399-407 as amended,
76 Stat. 794-795 as amended, 90 Stat.
540-548, 560, 562-574 (21 U.S.C. 348,
348a, 348, 351, 352, 353, 355, 356, 357, 360,
360c-360f, 360h-360j, 371(a), 376, and
381)) and the Public Health Service Act
(secs. 215, 351, 354-360F, 58 Stat. 690, 702
as amended, 82 Stat. 1173-11886 as
amended (42 U.S.C. 216, 241, 262, 263b-
263n)) and under authority delegated to
the Commissioner of Food and Drugs (21
CFR 5.1), Chapter I of Title 21 of the
Code of Federal Regulations is amended
as follows:

PART 16—REGULATORY HEARING
BEFORE THE FOOD AND DRUG
ADMINISTRATION

1. In Part 16, § 16.1 is amended by
adding a new regulatory provision under
paragraph (b)(2) to read as follows:

§16.1 Scope.
(b)* **

(2' L . .

‘Section 56.121(a), Relating to
disqualifying an institutional review
board or an institution.

2. By adding new Part 56, to read as
follows:

PART 56—INSTITUTIONAL REVIEW
BOARDS

Subpart A—~General

%101 Scope.

%102 Definitions.

#6103 Circumstances in which IRB review
is required.

5.104  Exemptions from IRB requirement.

6105 Waiver of IRB requirement.

Subpart B—Organization and Personnel
56.107 [RB membership,

Subpart C—IRB Functions and Operations

56.108  IRB functions and operations.

56.100 IRB review of research.

%110 Expedited review procedures for
certain kinds of research involving no
more than minimal risk, and for minor

. changes in approved research.
;111} Criteria for IRB approval of research.
112 Review by institution.

%113 Suspension or termination of IRB
approval of research.

Sec.
56.114 Cooperative research.

Subpart D—Records and Reports
56.115 IRB records.

Subpart E—~Administrative Action for
Noncompliance

56120 Lesser administrative actions.

56.121 Disqualification of an IRB or an
institution.

$68.122 Public disclosure of information
regarding revocation.

56.123 Reinstatement of an IRB or an
institution.

56.124 Actions alternative or additional to
disqualification.

Authority: Secs. 406, 408, 409, 501, 502, 503,
505, 506, 507, 510, 513-516, 518-520, 701(a),
706, and 801, Pub. L. 717, 52 Stat. 1049-1054 as
amended, 1055, 1058 as amended, 55 Stat. 851
as amended, 59 Stal. 463 as amended, 68 Stat.
511-518 as amended, 72 Statl. 1785-1788 as
amended, 74 Stat. 399407 as amended, 76
Stat, 794-795 as amended, 90 Stal. 540-546,
560, 562-574 (21 U.S.C. 346, 3464, 348, 351, 352,
353, 355, 356, 357, 360, 360c-360f, 360h~360j,
371(a), 376, and 381), secs. 215, 301, 351, 354~
3601, Pub. L. 410, 58 Stat. 690, 702 as amended,
82 Stat, 1173-1186 as amended (42 U.S.C. 216,
241, 262, 263b-263n).

Subpart A—General Provisions

§56.101 Scope.

{a) This part contains the general
standards for the composition,
operation, and responsibility of an
Institutional Review Board (IRB) that
reviews clinical investigations regulated
by the Food and Drug Administration
under sections 505(i), 507(d), and 520(g)
of the act, as well as clinical
investigations that support applications
for research or marketing permits for
products regulated by the Food and
Drug Administration, including food and
color additives, drugs for human use,
medical devices for human use,
biological products for human use, and
electronic products. Compliance with
this part is intended to protect the rights
and welfare of human subjects involved
in such investigations.

(b) References in this part to
regulatory sections of the Code of
Federal Regulations are to Chapter I of
Title 21, unless otherwise noted.

§56.102 Definitions.

As used in this part:

(a) “Act” means the Federal Food,
Drug, and Cosmetic Act, as amended
(secs. 201-902, 52 Stat. 1040 et seq., as
amended (21 U.S.C. 321-392)).

{b) "Application for research or
marketing permit” includes:

(1) A color additive petition, described
in Part 71,

(2) Data and information regarding a
substance submitted as part of the
procedures for establishing that a
substance is generally recognized as

safe for a use which results or may
reasonably be expected to result,
directly or indirectly, in its becoming a
component or otherwise affecting the
characteristics of any food, described in
§ 170.35.

(3) A food additive petition, described
in Part 171.

(4) Data and information regarding a
food additive submitted as part of the
procedures regarding food additives
permitted to be used on an interim basis
pending additional study, described in
§ 180.1.

(5) Data and information regarding a
substance submitted as part of the
procedures for establishing a tolerance
for unavoidable contaminants in food
and food-pack materials, described
in section 406 of the act.

(6) A “Notice of Claimed
Investigational Exemption for a New
Drug"” described in Part 312.

(7) A new drug application, described
in Part 314,

(8) Data and information regarding the
bioavailability or bioequivalence of
drugs for human use submitted as part
of the procedures for issuing, amending,
or repealing a bicequivalence
requirement, described in Part 320,

(9) Data and information regarding an
over-the-counter drug for human use
submitted as part of the procedures for
classifying such drugs as generally

ized as safe and effective and not
misbranded, described in Part 330.

(10) Data and information regarding
an antibiotic drug submitted as part of
the procedures for issuing, amending, or
repealing regulations for such drugs,
described in Part 430.

(11) An application for a biological
product license, described in Part 601.

(12) Data and information regarding a
biological product submitted as part of
the procedures for determining that
licensed biological products are safe
and effective and not misbranded, as
described in Part 601.

{13) An “Application for an
Investigational Device Exemption,"
described in Parts 812 and 813.

(14) Data and information regarding a
medical device for human use submitted
as part of the procedures for classifying
such devices, described in Part 860.

(15) Date and information regarding a
medical device for human use submitted
as part of the procedures for
establishing, amending, or repealing a
standard for such device, described in
Part 861.

(16) An application for premarket
approval of a medical device for human
use, described in section 515 of the act.

(17) A product development protocol
for a medical device for human use,
described in section 515 of the act.

-
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(18) Data and information
an electronic product submitted as part
of the procedures for establishing,
amending, or repealing a standard for
such ts, described in section 358
of the Public Health Service Act.

(19) Data and information regarding
an electronic product submitted as part
of the procedures for obtaining a
variance from any electronic product
performance standard, as described in
§ 1010.4.

(20) Data and information regarding
an electronic product submitted as part
of the procedures for granting,
amending, or extending an exemption
from a radiation safety performance
standard, as described in § 1010.5.

{21) Data and information
an electronic product submitted as part
of the procedures for obtaining an
exemption from notification of a
radiation safety defect or failure of
compliance with a radiation safety
performance standard, described in
Subpart D of Part 1003.

(c) “Clinical investigation™ means any
experiment that involves a test article
and one or more human subjects, and
that either must meet the requirements
for prior submission to the Food and
Drug Administration under section
505(i), 507(d), or 520(g) of the act, or
need not meet the requirements for prior
submission to the Food and Drug
Administration under these sections of
the act, but the results of which are
intended to be later submitted to, or
held for inspection by, the Food and
Drug Administration as part of an
application for a research or marketing
permit. The term does not include
experiments that must meet the
provisions of Part 58, regarding
nonclinical laboratory studies. The
terms “research,” “clinical research,"
"clinical study,” “study,” and “clinical
investigation” are deemed to be
synonymous for purposes of this parl.

(d) "Emergency use" means the use of
a test article on a human subjectin a
life-threatening situation in which no
standard acceptable treatment is
availsble, and in which there is not
sufficient time to obtain IRB approval.

(e) “Human subject” means an
individual who is or becomes a
participant in research, either as a
recipient of the test article or as a
control. A subject may be either a
healthy individual or a patient.

{f) “Institution” means any public or
private entity or (including
Federal, State, and other agencies). The
term "facility” as used in section 520(g)
of the act is deemed to be s ymous
with the term “institution" for purposes

of this part.

{g) “Institutional Review Board (IRB)"
means any board, committee, or other
group formally designated by an
institution to review, to approve the
initiation of, and to conduct periodic
review of, biomedical research involving
human subjects. The primary purpose of
such review is to assure the protection
of the rights and welfare of the human
subjects. The term has the same
meaning as the phrase “institutional
review committee” as used in section
520(g) of the act.

{h) “Investigator” means an individual
who actually conducts a clinical
investigation (i.e., under whose
immediate direction the test article is
administered or dispensed to, or used
involving, a subject) or, in the event of
an investigation conducted by a team of
individuals, is the responsible leader of
that team.

(i) “Minimal risk" means thal the risks
of harm anticipated in the proposed
research are not greater, considering
probability and magnitude, than those
ordinarily encountered in daily life or
during the performance of routine
physical or psychological examinations
or tests.

(i) “Sponsor” means a person or other
entity that initiates a clinical
investigation, but that does not actually
conduct the investigation, i.e., the test
article is administered or dispensed to,
or used involving, a subject under the
immediate direction of another
individual. A person other than an
individual (e.g., 8 corporation or agency)
that uses one or more of its own
employees to conduct an investigation
that it has initiated is considered to be a
sponsor (not a sponsor-investigator),
and the employees are considered to be
investigators.

(k) “Sponsor-investigator” means an
individual who both initiates and
actually conducts, alone or with others,
a clinical investigation, i.e., under whose
immediate direction the test article is
administered or dispensed to, or used
involving, a subject. The term does not
include any person other than an
individual, e.g., it does not include a
corporation or agency. The obligations
of a sponsor-investigator under this part
include both those of a sponsor and
those of an investigator.

(1) “Test article” means any drug for
human use, biological product for human
use, medical device for human use,
human food additive, color additive,
electronic product, or any other article
subject to regulation under the act or
under sections 351 or 354-360F of the
Public Health Service Act.

§56.103 Circumstances in which IRB
review Is required.

(a) Except as provided in §§ 56.104
and 56,105, any clinical investigation
which must meet the requirements for
prior submission (as required in Parts
312, 812, and 813) to the Food and Drug
Administration shall not be initiated
unless that investigation has been
reviewed and approved by, and remains
subject to continuing review by, an IRB
meeting the requirements of this part.
The determination that a clinical
investigation of this part.

(b) Except as provided in §§ 56.104
and 56.105, the Food and Drug
Administration may decide not to
consider in support of an application for
‘a research or marketing permit any data
or information that has been derived
from a clinical investigation that has not
been approved by, and that was not
subject to initial and continuing review
by, an IRB meeting the requirements
may not be considered in support of an
application for a research or marketing
permit does not, however, relieve the
applicant for such a permit of any
obligation under any other applicable
regulations to submit the results of the
investigation to the Food and Drug
Administration.

(¢) Compliance with these regulations
will in no way render inapplicable
pertinent Federal, State, or local laws or
regulations.

§56.104 Exemptions from IRB
requirement.

The following categories of clinical
investigations are exempt from the
requirements of this part for IRB review:

(a) Any investigation which
commenced before July 27, 1981, and
was subject to requirements for IRB
review under FDA regulations before
that date, provided that the investigation
remains subject to review of an IRB
which meets the FDA requirements in
effect before July 27, 1981.

(b) Any investigation commenced
before July 27, 1981, and was not
otherwise subject to requirements for
IRB review under Food and Drug
dAndministration regulations before that

te.

(c) Emergency use of a test article,
provided that such emergency use is
reported to the IRB within 5 working
days. Any subsequent use of the test
article at the institution is subject to IRB
review,

§56.105 Waiver of IRB requirement.

On the application of a sponsor or
sponsor-investigator, the Food and Drug
Administration may waive any of the
requirements contained in these
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regulations, including the requirements
for IRB review, for specific research
activities or for classes of research
activities, otherwise covered by these
regulations.

Subpart B—Organization and
personnel

§56.107 IRB membership.

(a) Each IRB shall have at least five
members, with varying backgrounds to
promote complete and adequate review
of research activities commonly
conducted by the institution. The IRB
shall be sufficiently qualified through

the experience and expertise of its
members, and the diversity of the
members' backgrounds including
consideration of the racial and cultural
backgrounds of members and sensitivity
1o such issues as community attitudes,

to promote respect for its advice and
counsel in safeguarding the rights and
welfare of human subjects. In addition
to possessing the professional
competence necessary o review specific
research activities, the IRB shall be able
to ascertain the acceptability of

proposed research in terms of
institutional commitments and
regulations, applicable law, and
standards of professional conduct and
practice. The IRB shall therefore include
persons knowledgeable in these areas. If
an IRB regularly reviews research that
involves a vulnerable category of
subjects, including but not limited to
subjects covered by other parts of this
chapter, the IRB should include one or
more individuals who are primarily
concerned with the welfare of these
subjects, ;

{b) No IRB may consist entirely of
men, or entirely of women, or entirely of
members of one profession.

(c) Each IRB shall include at least one
member whose primary concerns are in
nonscientific areas; for example:
lawyers, ethicists, members of the
clergy.

(d) Each IRB shall include at least one
member who is not otherwise affiliated
with the institution and who is not part
of the immediate family of & person who
is affiliated with the institution.

(e} No IRB may have a member
participate in the IRB's initial or
continuing review of any project in
which the member has a conflicting
interest, except to provide information
requested by the IRB,

_ (1) An IRB may, in its discretion, invite
individuals with competence in special
areas 1o assist in the review of complex
ssues which réuire expertise beyond
or in addition to that available on the

RB, These individ
e e ividuals may not vote

Subpart C—IRB Functions and
Operations

§56.108 IRB functions and operations.

In order to fulfill the requirements of
these lations, each IRB shall:

(a) Follow written procedures (1) for
conducting its initial and continuing
review of research and for reporting its
findings and actions to the investigator
and the institution, (2) for determining
which projects require review more
often than annually and which projects
need verification from sources other
than the investigators that no material
changes have occurred since previous
IRB review, (3) for insuring prompt
reporting to the IRB of changes in a
research activity, (4) for ins that
changes in approved research, during
the period for which IRB approval has

already been given, may not be initiated

without IRB review and approval except
where necessary to eliminate apparent
immediate hazards to the human
subjects; and (5) for insuring prompt
reporting to the IRB of unanticipated
problems involving risks to subjects or
others.

{b) Except when an expedited review
procedure is used (see § 56.110), review
proposed research at convened meetings
at which a majority of the members of
the IRB are present, including at least
one member whose primary concerns
are in nonscientific areas. In order for
the research to be approved, it shall
receive the approval of a majority of
those members present at the mee

{c) Be responsible for reporting to the
appropriate institutional officials and
the Food and Drug Administration an
serious or continuing noncompliance by
investigators with the requirements and
determinations of the IRB.

§56.109 IRB review of research.

(a) An IRB shall review and have
authority to approve, require
modifications in (to secure approval), or
disapprove all research activities
covered by these regulations.

{b) An IRB shall require that
information given to subjects as part of
informed consent is in accordance with
§ 50.25. The IRB may require that
information, in addition to that
specifically mentioned in § 50.25, be
given to the subjects when in the IRB's
judgment the information would
meaningfully add to the protection of the
rights and welfare of subjects,

(c) An IRB shall require
documentation of informed consent in
accordance with § 50.27, except that the
IRB may, for some or all subjects, waive
the requirement that the subject or the
subject's legally authorized
representative sign a written consent

form if it finds that the research presents
no more than minimal risk of harm to
subjects and involves no procedures for
which written consent is normally
required outside the research context. In
cases where the documentation
requirement is waived, the IRB may
require the investigator to provide
subjects with a written statement
regarding the research.

(d) An IRB shall notify investigators
and the institation in writing of its
decision to approve or disapprove the
proposed research activity, or of
modifications required to secure IRB
approval of the research activity, If the
IRB decides to disapprove a research
aclivity, it shall include in its written
notification a statement of the reasons
for its decision and give the investigator
an opportunity to respond in person or
in writing.

(e) An IRB shall conduct continuing
review of research covered by these
regulations at intervals appropriate to
the degree of risk, but not less than once
per year, and shall have authority to
observe or have a third party observe
the consent process and the research.

§ 56,110 Expedited review procedures for
certain kinds of research Involiving no more
than minimal risk, and for minor changes In
approved research.

(a) The Food and Drug Administration
has established, and published in the
Federal Register, a list of categories of
research that may be reviewed by the
IRB through an expedited review
procedure. The list will be amended, as
appropriate, through periodic
republication in the Federal Rogister.

(b) An IRB may review some or all of
the research appearing on the list
through an expedited review procedure,
if the research involves no more than
minimal risk. The IRB may also use the
expedited review procedure to review
minor changes in previously approved
research during the period for which
approval is authorized. Under an
expedited review procedure, the review
may be carried out by the IRB
chairperson or by one or more
experienced reviewers designated by
the chairperson from among members of
the IRB. In reviewing the research, the
reviewers may exercise all of the
authorities of the IRB except that the
reviewers may not disapprove the
research. A research activity may be
disapproved only after review in
accordance with the non-expedited
procedure set forth in § 56.108(b).

{c) Each IRB which uses an expedited
review procedure shall adopt a method
for keeping all members advised of
research proposals which have been
approved under the procedure.




8978

Federal Register / Vol. 46, No. 17 / Tuesday, January 27, 1981 / Rules and Regulations

(d) The Food and Drug Administration
may restrict, suspend, or terminate an
institution’s or IRB's use of the
expedited review procedure when
necessary to protect the rights or
welfare of subjects.

§56.111 Criteria for IRB approval of
research.

(a) In order to approve research
covered by these regulations the IRB
shall determine that all of the following
requirements are satisfied:

{1) Risks to subjects are minimized: (i)
by using procedures which are
consistent with sound research design
and which do not unnecessarily expose
subjects to risk, and (ii) whenever
appropriate, by using procedures
already being performed on the subjects
for diagnostic or treatment purposes.

(2) Risks to subjects are reasonable in
relation to anticipated benefits, if any, to
subjects, and the importance of the
knowledge that may be expected to
result. In evaluating risks and benefits,
the IRB should consider only those risks
and benefits that may result from the
research (as distinguished from risks
and benefits of therapies that subjects
would receive even if not participating
in the research). The IRB should not
consider possible long-range effects of
applying knowledge gained in the
research (for example, the possible
effects of the research on public policy)
as among those research risks that fall
within the purview of its responsibility.

(8) Selection of subjects is equitable.
In making this assessment, the IRB
should take into account the purposes of
the research and the setting in which the
research will be conducted.

(4) Informed consent will be sought
from each prospective subject or the
subject’s legally authorized
representative, in accordance with and
to the extent required by Part 50,

{(5) Informed consent will be
appropriately documented, in
accordance with and to the extent
required by § 50.27.

{6) Where appropriate, the research
plan makes adequate provision for
monitoring the data collected to ensure
the safety of subjects.

(7) Where appropriate, there are
adequate provisions to protect the
privacy of subjects and to maintain the
confidentiality of data.

(b) Where some or all of the subjects
are likely to be vulnerable to coercion or
undue influence, such as persons with
acute or severe physical or mental
illness, or persans who are economically
or educationally disadvantaged,
appropriate additional safeguards have
been included in the study to protect the
rights and welfare of these subjects.

§56.112 Review by institution.

Research covered by these regulations
that has been approved by an IRB may
be subject to further appropriate review
and approval or disapproval by officials
of the institution. However, those
officials may not approve the research if
it has not been approved by an IRB.

§56.113 Suspension or termination of IRB
approval of research.

An IRB shall have authority to
suspend or terminate approval of
research that is not being conducted in
accordance with the IRB's requirements
or that has been associated with
unexpected serious harm to subjects.
Any suspension or termination of
approval shall include a statement of the
reasons for the IRB's action and shall be
reported promptly to the investigator,
appropriate institutional officials, and
the Food and Drug Administration.

§56.114 Cooperative research.

In complying with these regulations,
institutions involved in multi-
institutional studies may use joint
review, reliance upon the review of
another qualified IRB, or similar
arrangements aimed at avoidance of
duplication of effort.

Subpart D—Records and Reports

§66.115 IRB records.

(a) An institution, or where
appropriate an IRB, shall prepare and
maintain adequate documentation of
IRB activities, including the following:

(1) Copies of all research proposals
reviewed, scientific evaluations, if any,
that accompany the proposals, approved
sample consent documents, progress
reports submitted by investigators, and
reports of injuries to subjects.

(2) Minutes of IRB meetings which
shall be in sufficient detail to show
attendance at the meetings; actions
taken by the IRB:; the vote on these
actions including the number of
members voting for, against, and
abstaining; the basis for requiring
changes in or disapproving research;
and a written summary of the discussion
of controverted issues and their
resolution,

{3) Records of continuing review
activities.

(4) Copies of all correspondence
between the IRB and the investigators.

(5) A list of IRB members identified by
name; earned degrees; representative
capacity: indications of experience such
as board certifications, licenses, etc.,
sufficient to describe each member's
chief anticipated contributions to IRB
deliberations; and any employment or
other relationship between each

member and the institution; for example:
full-time employee, part-time employee,
a member of governing panel or board,
stockholder, paid or unpaid consultant.

(6) Written procedures for the IRB as
required by § 58.108(a).

(7) Statements of significant new
findings provided to subjects, as
required by § 50.25.

(b) The records required by this
regulation shall be retained for at least 3
years after completion of the research,
and the records shall be accessible for
inspection and copying by authorized
representatives of the Food and Drug
Administration at reasonable times and
in a reasonable manner.

(¢) The Food and Drug Administration
may refuse to consider a clinical '
investigation in support of an
application for a research or marketing
permit if the institution or the IRB that
reviewed the investigation refuses to
allow an inspection under this section.

Subpart E—~Administrative Actions for
Noncompliance

§56.120 Lesser administrative actions.
(a) If apparent noncompliance with
these regulations in the operation of an
IRB is observed by an FDA investigator
during an inspection, the inspector will

present an oral or written summary of
observations to an appropriate
representative of the IRB. The Food and
Drug Administration may subsequently
send a letter describing the
noncompliance to the IRB and to the
parent institution. The agency will
require that the IRB or the parent
institution respond to this letter within a
time period specified by FDA and
describe the corrective actions that will
be taken by the IRB, the institution, or
both to achieve compliance with these
lations.

{b) On the basis of the IRB's or the
institution's response, FDA may
schedule a reinspection to confirm the
adequacy of corrective actions. In
addition, until the IRB or the parent
institution takes appropriate corrective
action, the a may:

(1) Withhold approval of new studies
subject to the requirements of this part
that are conducted at the institution or
reviewed by the IRB;

(2) Direct that no new subjects be
added to ongoing studies subject to this

rt;
pﬂ(3) Terminate ongoing studies subject
to this part when doing so would not
endanger the subjects; or :

{4) When the apparent noncompliance
creates a significant threat to the rights
and welfare of human subjects, notify
relevant State and Federal regulatory
agencies and other parties with a direct




interest in the agency's action of the -
deficiencies in the operation of the IRB.

(c) The parent institution is presumed
to be responsible for the operation of an
IRB, and the Food and Drug
Administration will ordinarily direct any
administrative action under this subpart
against the institution. However,
depending on the evidence of
responsibility for deficiencies,
determined during the investigation, the
Food and Drug Administration may
restrict its administrative actions to the
IRB or to a component of the parent
institution determined to be responsible
for formal designation of the IRB.

§56,121 Disqualification of an IRB or an
institution.

(1) Whenever the IRB or the
institution has failed to take adequate
steps to correct the noncompliance
stated in the letter sent by the agency
under § 58.120(a), and the Commissioner
of Food and Drugs determines that this
noncompliance may justify the
disqualification of the IRB or of the
parent institution, the Commissioner
will institute proceedings in accordance
with the requirements for a regulatory
hearing set forth in Part 16,

(b) The Commissioner may disqualify
an IRB or the parent institution if the
Commissioner determines that:

(1) The IRB has refused or repeatedly
failed to comply with any of the
regulations set forth in this part, and

(2) The noncompliance adversely
affects the rights or welfare of the
human subjects in a clinical
investigation.

[c) If the Commissioner determines
that disqualification is appropriate, the
Commissioner will issue an order that
explaing the basis for the determination
and that prescribes any actions to be
taken with regard to ongoing clinical
research conducted under the review of
the IRB. The Food and Drug
Administration will send notice of the
disqualification to the IRB and the
parent institution. Other parties with a
direct interest, such as sponsors and
clinical investigators, may also be sent a
notice of the disqualification. In
addition, the agency may elect to
publish a notice of its action in the
Federal Register,

(d) The Food and Drug Administration
will not approve an application for a
research permit for a clinical
investigation that is to be under the
feview of a disqualified IRB or that is to
be conducted at a disqualified
institution, and it may refuse to consider
' eupport of a marketing permit the
data fmfn a clinical investigation that
was reviewed by a disqualified IRB as
conducted at g disqualified institution,
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unless the IRB or the parent institution
is reinstated as provided in § 56.123.

§56.122 Public disclosure of information
regarding revocation.

A determination that the Food and
Drug Administration has disqualified an
institution and the administrative record
regarding that determination are
disclosable to the public under Part 20.

§56.123 Reinstatement of an IRB or an
Institution.

An IRB or an institution may be
reinstated if the Commissioner
determines, upon an evaluation of a
written submission from the IRB or
institution that explains the corrective
action that the institution or IRB plans to
take, that the IRB or institution has
provided adequate assurance that it will
operate in compliance with the
standards set forth in this part.
Notification of reinstatement shall be
provided to all persons notified under
§ 56.121(c).

§56.124 Actions ailternative or additional
to disqualification.

Disqualification of an IRB or of an
institution is independent of, and neither
in lieu of nor a precondition to, other
proceedings or actions authorized by the
gct. The Food and Drug Adminisiration
may, at any time, through the
Department of Justice institute any
appropriate judicial proceedings (civil or
criminal) and any other appropriate
regulatory action, in addition to or in
lieu of, and before, at the time of, or
after, disqualification. The agency may
also refer pertinent matters to another
Federal, State, or local government
agency for any action that that agency
determines to be appropriate.

Effective date. This regulation shall
become effective July 27, 1981.

(Secs. 406, 408, 409, 501, 502, 503, 505, 506, 507,
510, 513-516, 518-520, 701(a), 706, and 801, 52
Stat, 1049-1054 as amended, 1055, 1058 as
amended, 55 Stat, 851 as amended, 59 Stat,
463 as amended, 68 Stat. 511-517 as amended,
72 Stal. 1785-1788 as amended, 74 Stat. 309-
407 as amended, 76 Stat. 7904-795 as amended,
90 Stal. 540-560, 562-574 (21 U.5.C, 346, 346a,
348, 351, 352, 353, 355, 356, 357, 360, 360c-360f,
360h-360j, 371(a) 376, and 381); secs. 215, 301,
351, as amended (42 U.S.C. 216, 241, 262,
263b-263n))

Dated: January 19, 1681,
Jere E. Goyan,
Commissioner of Food and Drugs.
|FR Doc. 81-2888 Filed 3-268-81: 8:45 am)

BILLING CODE 4110-03-M

21 CFR Part 50
[Docket No. 78N-0049)

Protection of Human Subjects;
Prisoners Used as Subjects in
Research; Correction

AGENCY: Foqd and Drug Administration.
ACTION: Correction.

SUMMARY: In FR Doc. 80-16578

appearing at page 36386 in the Federal

Register of Friday, May 30, 1980, the

following correction is made in the first

column of page 36391: In § 50,1 Scope, in

paragraph {a) the word “prisoner™ is

removed.

FOR FURTHER INFORMATION CONTACT:

Agnes Black, Federal Register Writer

(HFC-11), Food and Drug

Administration, 5800 Fishers Lane,

Rockville, MD 20857, 301-443-2684,
Dated: January 18, 1881,

Jere E. Goyan,

Commissioner of Food and Drugs.

{FR Doc. 812080 Filed 1-21-01; &045 sm)

BILLING CODE 4110-03-M




DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration
[Docket No. 77N-0350]

Protection of Human Research

Subjects; Clinical Investigations Which
May Be Reviewed Through Expedited
Review Procedure Set forth In FDA

Regulations
AGENCY: Food and Frug Administration.
ACTION: Notice.

SUMMARY: This notice contains a list of
research activities which institutional
review boards may review through the
expedited review procedures set forth in
FDA regulations for the protection of
human research subjects.

FOR FURTHER INFORMATION CONTACT:
John C. Petricciani, Office of the
Commissioner (HFB-4), Food and Drug
Administration, 8800 Rockville Pike,
Bethesda, MD 20205, 301-496-9320.

SUPPLEMENTARY INFORMATION:
Elsewhere in this issue of the Federal
Register, the Food and Drug
Administration (FDA) is publishing final
regulations establishing standards for
institutional review boards (IRBs) for
clinical investigations relating to the
protection of human subjects in
research. Section 56.110 (21 CFR 56.110)
of the final IRB regulations provides that
the agency will publish in the Federal
Register a list of categories of research
activities, involving no more than
minimal risk, that may be reviewed by
an IRB through expedited review
procedures. This notice is published in
accordance with § 56.110.

The agency concludes that research
activities with human subjects involving
no more than minimal risk and involving
one or more of the following categories
(carried out through standard methods),
may be reviewed by an IRB through the
expedited review procedure authorized
in § 56.110.

(1) Collection of hair and nail
clippings in a non-disfiguring-manner; of
deciduous teeth; and of permanent teeth
if patient care indicates a need for
extraction.

(2) Collection of excreta and external
secretions including sweat and
uncannulated saliva; of placenta at
delivery; and of amniotic fluid at the
time of rupture of the membrane before
or during labor.

{3) Recording of data from subjects
who are 18 years of age of older using
noninvasive procedures routinely
employed in clinical practice. This
category includes the use of physical

sensors that are applied either to the
surface of the body or at a distance and
do not involve input of matter or
significant amounts of energy into the
subject or an invasion of the subject's
privacy. It also includes such procedures
as weighting, electrocardiography,
electroencephalography, thermography,
detection of naturally occurring
radioactivity, diagnostic echography,
and electroretinography. This category
does not include exposure to
electromagnetic radiation outside the
visible range (for example, x-rays or
microwaves).

(4) Collection of blood samples by
venipuncture, in amounts not exceeding
450 milliliters in an eight-week period
and no more often than two times per
week, from subjects who are 18 years of
age or older and who are in good health
and not pregnant.

{5) Collection of both supra- and
subgingival dental plaque and calculus,
provided the procedure is not more
invasive than routine prophylactic
scaling of the teeth, and the process is
accomplished in accordance with
accepted prophylactic techniques.

(8) Voice recordings made for
research purposes such as investigations
of speech defects.

(7) Moderate exercise by healthy
volunteers.

(8) The study of existing data,
documents, records, pathological
specimens, or diagnostic specimens.

{9) Research on drugs or devices for
which an investigational new drug
exemption or an investigational device
exemption is not required.

This list will be amended as
appropriate and a current list will be
published periodically to the Federal
Register.

Dated: January 19, 1861,

Jere E. Goyan,

Commissioner of Food and Drugs.
|FR Doc. #1-2000 Filed 1-21-81; 3:50 pm)
BILLING CODE 4110-03-M

y
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