NOTE: THISGUIDANCE REPLACES THE FOLLOWING OHRP GUIDANCE: "OHRP
Guidance on Approving Research Involving Prisoners' (May 19, 2000) found on the OHRP website
at: [http://ohrp.osophs.dhhs.gov/humansubjects/guidance/prison.htm |
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Scope: This document describes the requirements of Department of Health and Human Services
(HHS) regulations at 45 CFR part 46, subpart C, which provides additional protections to prisoners
involved as subjects in HHS-conducted or supported research.

Target Audience: Research indtitutions, inditutiona review boards (IRBS), investigators, and
SPONSOrs.

For further information contact: OHRP Prisoner Research Contact Person at
(301) 496-7005 (phone); (301) 402-0527(fax)

A. General Regulatory Background

HHS regulations at 45 CFR part 46, subpart C provide additiona protections pertaining to biomedica
and behaviora research involving prisoners as subjects. The regulations are gpplicable to dl biomedica
and behaviord research conducted or supported by HHS. See

45 CFR 46.301. Itisimportant to note that the regulations provide that “biomedical or behaviora
research conducted or supported by HHS shdl not involve prisoners as subjects’ unlessthe researchis
specificaly authorized within the subpart. See 45 CFR 46.306(b).

In the preamble to the find subpart C rule, the drafters noted: “In fact, most testimony before the
Commission opposed the use of prisonersin any form of medica research not intended to benefit the
individua prisoner.” 43 Fed. Reg. 53652,53653 (November 16, 1978). HHS did determine that
some limited research would be permissible but not “until additional and more stringent review
procedures are conducted.” 1d. at page 53652.


http://ohrp.osophs.dhhs.gov/humansubjects/guidance/prison.htm

B. Subpart C applieswhere any subject isor becomesa prisoner.

The provisons of subpart C gpply to any research conducted or supported by HHS in which prisoners
are subjects. Thisincludes Stuations where a human subject becomes a prisoner after the research has
commenced. Asthe Purpose section of the regulation notes: “Inasmuch as prisoners may be under
congdraints because of their incarceration which could affect their ability to make atruly voluntary and
uncoerced decison whether or not to participate as subjectsin research, it isthe purpose of this
subpart to provide additiond safeguards for the protection of prisonersinvolved in activitiesto which
this subpart is applicable.” 45 CFR 46.302. These concerns apply whether the research involves
individuals who are prisoners at the time of enrollment in the research or who become prisoners after
they become enralled in the research. In the latter Stuation, it is unlikely that review of the research and
the consent document contemplated the constraints imposed by incarceration.

C. What doesthe definition of prisoner encompass?

“Prisoner” is defined by HHS regulations at 45 CFR part 46.303(c) as “any individud involuntarily
confined or detained in a pend indtitution. The term isintended to encompass individuas sentenced to
such an inditution under acrimind or civil satute, individuas detained in other facilities by virtue of
gtatutes or commitment procedures which provide dternatives to crimina prosecution or incarceration
inapend inditution, and individua's detained pending arraignment, trid, or sentencing.”

D. Special Composition of IRB

In addition to satisfying the requirements of 45 CFR 46.116 and 46.117, when an IRB reviews a
protocol involving prisoners as subjects that is conducted or supported by HHS, the composition of the
IRB must satisfy the following requirements of HHS regulations at 45 CFR 46.304(a) and (b):

. A mgority of the IRB (exclusive of prisoner members) shal have no associaion with
the prison(s) involved, apart from their membership on the IRB.

. At least one member of the IRB must be a prisoner, or a prisoner representative with
appropriate background and experience to serve in that capacity, except that where a
particular research project is reviewed by more than one IRB, only one IRB need
satidfy this requirement.

In the absence of choosing someone who is a prisoner or has been a prisoner, the IRB should choose a
prisoner representative who has a close working knowledge, understanding and appreciation of prison
conditions from the perspective of the prisoner.



In addition, the IRB must notify OHRP of any change in the IRB roster occasioned by the addition of a
prisoner or aprisoner representative, as required by HHS regulations at 45 CFR 46.103(b)(3). IRBs
should be dert to the impact of roster changes on quorum requirements under HHS regulations a 45
CFR 46.108(b).

If aprotocol involving prisoners as subjectsis to be reviewed by more than one IRB, only one IRB
must satisfy the requirement that at least one member of the IRB be a prisoner or a prisoner
representative.

For research involving prisoners as subjects, the IRB must meet the pecia compasition requirements
of 45 CFR 46.304 for dl types of review of the protocol, including initid review, continuing review,
review of protocol amendments, and review of reports of unanticipated problemsinvolving risksto
subjects.

E. Additional dutiesof the IRB where prisonersareinvolved.

When an IRB is reviewing a protocol in which a prisoner is a subject, the IRB must make, in addition to
other requirements under 45 CFR 46, subpart A, seven additiona findings under 45 CFR 46.305(a),
asfollows

(2) the research under review represents one of the categories of research permissible under 45
CFR 46.306(3)(2);

(2) any possible advantages accruing to the prisoner through his or her participation in the
research, when compared to the genera living conditions, medica care, qudity of food,
amenities and opportunity for earningsin the prison, are not of such a magnitude that his or her
ability to weigh the risks of the research againg the vaue of such advantages in the limited
choice environment of the prison isimpaired;

(3) therisks involved in the research are commensurate with risks that would be accepted by
nonprisoner volunteers;

(4) procedures for the selection of subjects within the prison are fair to dl prisoners and
immune from arbitrary intervention by prison authorities or prisoners. Unless the principa
investigator providesto the IRB judtification in writing for following some other procedures,
control subjects must be selected randomly from the group of available prisoners who meet the
characteristics needed for that particular research project;

(5) theinformation is presented in language which is understandable to the subject population;

(6) adequate assurance exists that parole boards will not take into account a prisoner’s



F.

participation in the research in making decisions regarding parole, and each prisoner is clearly
informed in advance that participation in the research will have no effect on hisor her parole;
and

(7) where the IRB finds there may be a need for follow-up examination or care of participants
after the end of their participation, adequate provison has been made for such examination or
care, taking into account the varying lengths of individud prisoners sentences, and for informing
participants of thisfact.

Per mitted research involving prisoners.

For research conducted or supported by HHS to involve prisoners, two actions must occur:

(1) the indtitution engaged in the research must certify to the Secretary (through OHRP) thet the
IRB designated under its assurance of compliance has reviewed and gpproved the research
under 45 CFR 46.305; and

(2) the Secretary (through OHRP) must determine that the proposed research fals within the
categories of research permissible under 45 CFR 46.306(2)(2). The categories of permissible
research are the following:

(i) study of the possible causes, effects, and processes of incarceration, and of crimina
behavior, provided that the study presents no more than minimal risk and no more than
inconvenience to the subjects;

(Note that the definition of minimal risk for prisoner research at 45 CFR
46.303(d) differs from the definition of minimal risk for other research, contained
in 45 CFR 46, subpart A, 45 CFR 46.102(i)) [See Section J.7 of this document]

(i) Study of prisons asindtitutional structures or of prisoners as incarcerated persons,
provided that the study presents no more than minima risk and no more than
inconvenience to the subjects;

(i) research on conditions particularly affecting prisoners as a class (for example,
vaccine trias and other research on hepatitis which is much more prevaent in prisons
than elsawhere; and research on socia and psychologica problems such as acoholism,
drug addiction, and sexud assaults) provided that the study may proceed only after the
Secretary (through OHRP) has consulted with appropriate expertsincluding expertsin
penology, medicine, and ethics, and published natice, in the Federal Regigter, of his
intent to approve such research; or




(iv) research on practices, both innovative and accepted, which have the intent and
reasonable probability of improving the hedlth or well-being of the subject. In casesin
which those studies require the assgnment of prisonersin a manner consistent with
protocols approved by the IRB to control groups which may not benefit from the
research, the study may proceed only after the Secretary (through OHRP) has
consulted with appropriate experts including expertsin penology, medicine, and ethics,
and published notice, in the Federal Regigter, of his intent to approve such research.

G. Responsibilities of IRBs: Documentation of |RB Findings Required Under
Subpart C

Pursuant to HHS regulations a 45 CFR 46.115(a), an indtitution or, when gppropriate, an 1RB, shdl
prepare and maintain adequate documentation of IRB activities. For the purposes of subpart C, the
IRB activities include making the specific findings required under HHS regulations at 45 CFR
46.305(a). OHRP would consider documentation of protocol-gpecific information justifying each IRB
finding required under 45 CFR 46.305(a) to be one way of adequately documenting the IRB activities
required under subpart C.

H. Responsibilities of I nstitutions

Pursuant to HHS regulations a 45 CFR 46.115(a), an ingtitution must maintain adequate
documentation of IRB activities. These records must be made accessible to authorized representatives
of HHS, at reasonable times and in a reasonable manner, under HHS regulations at 45 CFR
46.115(b). OHRP recommends that one way for an ingtitution responsible for the conduct of the
proposed research to adequately document the IRB review of the research:

. The curriculum vitae of the prisoner or prisoner representative serving on the IRB.

. A record of the determination of the IRB regarding the seven additiond findings
required under HHS regulations at 45 CFR 46.305(a).

Under 45 CFR 46.305(c), the ingtitution responsible for conducting research involving prisonersthat is
supported by HHS shdl certify to the Secretary (through OHRP) that the IRB has made the seven
findings required under 45 CFR 46.305(a). The ingtitution must send to OHRP a certification letter to
this effect, which should dso include the name and address of the indtitution and specificaly identify the
research protocol in question and any relevant HHS grant gpplication or protocol. HHS conducted or
supported research involving prisoners as subjects may not proceed until OHRP issues its gpproval in
writing to the ingtitution on behaf of the Secretary under 45 CFR 46.306(3)(2).

Under its authority at 45 CFR 46.115(b), OHRP requires that the ingtitution responsible for the
conduct of the proposed research aso submit to OHRP a copy of the research proposal so that OHRP



can determine whether the proposed research involves one of the categories of research permissble
under 45 CFR 46.306(8)(2), and if so, which one. The term "research proposal” includes the IRB-
approved protocol, any relevant HHS grant application or proposa, any IRB application forms
required by the IRB, and any other information requested or required by the IRB to be considered
during initid IRB review.

Prisoner research certification letters should be mailed to:
Attention: OHRP Prisoner Research Contact Person

Office for Human Research Protections

Department of Health and Human Services

The Tower Building

1101 Wootton Parkway, Suite 200

Rockville, MD 20852

l. Responsibilities of OHRP

Following receipt of the research proposa, OHRP will determine which, if any, of the four categories of
research permissible under HHS regulations at 45 CFR 306(a)(2) the proposed research mests.
OHRP will consult with appropriate experts with respect to certain research that falls under paragraphs
(iii) and (iv) of 45 CFR 46.306(8)(2).

When gpplicable, OHRP dso will publish in the Federal Register a notice of intent to approve such
research. HHS conducted or supported research involving prisoners as subjects may not proceed until
OHRP issues its gpprova in writing to the ingtitution on behaf of the Secretary under 45 CFR
46.306(a)(2).

J. Frequently Asked Questions
1. Does subpart C apply only where the research targets prisoners as subjects?

Answer: No, subpart C applies whenever any human subject in aresearch protocol subject to 45 CFR
part 46 becomes a prisoner a any time during the study.

2. What should an investigator do if a subject becomes a prisoner after enrollment in research?
Answer: Theinvestigator should report this Stuation to the IRB immediatdy.

3. What should be done when a subject becomes a prisoner after enrollment in a study which was not
reviewed and approved by the IRB in accordance with the requirements of subpart C?



Answer: When a previoudy enrolled research subject becomes a prisoner and the relevant research
protocol was NOT reviewed and approved by the indtitutiona review board (IRB) in accordance with
the requirements of HHS regulations at 45 CFR part 46, subpart C, the principa investigator should
promptly notify the IRB of this event. All research interactions and interventions with, and obtaining
identifiable private information about, the now-incarcerated prisoner-subject must cease until the
requirements of subpart C have been satisfied with respect to the relevant protocol.

NOTE: OHRP has dlowed one important exception. In specid circumstances in which the principa
investigator assarts that it isin the best interests of the subject to remain in the research study while
incarcerated, the IRB Chairperson may determine that the subject may continue to participate in the
research until the requirements of subpart C are satisfied.

Upon receipt of notification that a previoudy enrolled research subject has become a prisoner, the IRB
should promptly re-review the protocol in accordance with the requirements of subpart C if the
principa investigator wishes to have the prisoner subject continue to participate in the research.

It isimportant that the IRB remind the principd investigator that, except in the specid circumstances
noted above, al research interactions and interventions with, and obtaining identifiable private
information about, the now-incarcerated prisoner-subject must cease until dl of the requirements of
subpart C have been satisfied with respect to the relevant protocol.

4. |s an adolescent (e.g., age 14) detained in ajuvenile detention facility a prisoner?

Answer: Yes. In addition to subpart C, mogt likely subpart D would aso apply.

5. Can research involving prisoners be expedited?

Answer: Yes, however, OHRP recommends that the convened IRB review research involving
prisoners as human subjects.

6. Do the exemptions apply to research involving prisoners?

Answer: The exemptions at 45 CFR 46.101(b) do not apply to research involving prisoners. See 45
CFR 46.101(i), footnote 1.

7. What is the definition of minima risk for prisoner research?
Answer: The definition of minima risk for research involving prisoners can be found at 45 CFR

46.303(d). This definition, promulgated in 1978, differs from the definition of minimal risk in subpart A
of 45 CFR 46. See 45 CFR 46. 102(i).



For research involving prisoners, the definition of minimd risk requires reference to physical or
psychologica harm, as opposed to harm or discomfort, to risks normaly encountered in the daily lives,
or routine medical, denta or psychologica examination of healthy persons.

Definition of Minima Risk in Prisoner Research
45 CFR 46.303(d)

Definition of Minima Risk in 45 CFR part 46,
subpart A, 45 CFR 46.102())

“Minimd risk” is the probability and magnitude
of physical or psychological harm thet is
normally encountered in the dally lives, or inthe
routine medical, dentd, or psychologica
examinaion of healthy persons.

“Minima risk means that the probability and
magnitude of harm or discomfort anticipated
intheresearch are not greater in and of
themselves than those ordinarily encountered in
daily life or during the performance of routine
physica or psychologicd examinations or tedts.




