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POLICY 

A. PURPOSE

1. To define the ethical and regulatory requirements that apply to human subjects research
involving prisoners.

B. SCOPE

1. This policy applies to all research reviewed by the NIH IRB that involve prisoners as
subjects, whether prisoners are an intended population, or if a subject becomes a prisoner
at any time during the course of the research.

2. This policy applies to NIH investigators conducting NIH human subjects research
involving prisoners, whether the reviewing IRB is the NIH IRB or an external IRB.

3. This policy applies to non-NIH investigators, including Lead Site Investigators, when the
NIH IRB is the reviewing IRB

4. This policy applies to the NIH IRB and to the Office of Human Subjects Research
Protections (OHSRP).

C. POLICY

1. The protection of the rights, welfare and safety of subjects who are prisoners is of
paramount importance to the NIH Human Research Protection Program (HRPP).
Therefore, the NIH Principal Investigator (PI)/Lead Site Investigator will ensure that all
non-exempt human subjects research that involves prisoners as subjects, is conducted in
compliance with 45 CFR 46 Subpart C - Additional Protections Pertaining to Biomedical
and Behavioral Research Involving Prisoners as Subjects (“Subpart C”) and has been
approved by the IRB to permit the enrollment of prisoners.

2. Non-exempt human subjects research involving prisoners will not be initiated or
continued until there is both IRB approval and HHS Office for Human Research
Protections (OHRP) written approval except as noted in E.1.c.II. below.

3. For research subject to the pre-2018 Common Rule, the exemptions at 45 CFR 46.101(b)
do not apply to research involving prisoners (45 CFR 46.101(i), Footnote 1).
a. For research subject to the 2018 Common Rule, research involving prisoners cannot

be deemed exempt under 45 CFR 46.104(d), except for research aimed at involving a
broader subject population that only incidentally includes prisoners. (46.104(b)(2))

4. Informed consent can be waived or altered in research involving prisoners only in
accordance with applicable regulations. However, even if informed consent is waived or
altered, subjects will be clearly informed in advance that participation in the research will
have no effect on their parole, if such notification is relevant. (45 CFR 46.305(a)(6))
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https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#sp45.1.46.c
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#sp45.1.46.c
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1104
https://www.hhs.gov/ohrp/regulations-and-policy/regulations/45-cfr-46/index.html#46.101
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1104
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1104
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1306
https://E.1.c.II
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5. Prisoners cannot be involved in emergency research where the requirement for informed
consent has been waived by the Secretary under the authority of 45 CFR 46.101(i). (See
61 Fed. Reg. 51531 (Oct. 2, 1996).)

6. The NIH IRB will review research involving prisoners by the convened board consistent
with the requirements specified at E.2.a. and E.2.b. below, regardless of risk level.
Expedited review is not permitted as a policy matter.

7. The OHSRP Office of IRB Operations (IRBO) will ensure the composition of the IRB
and the quorum requirements are met consistent with 45 CFR 46.304.

D. DEFINITIONS

1. Minimal Risk (for Prisoner Research under Subpart C) – The probability and magnitude
of physical or psychological harm that is normally encountered in the daily lives, or in the
routine medical, dental, or psychological examination of healthy persons. (45 CFR
46.303(d)).  At NIH, this is interpreted to mean healthy persons who are not incarcerated.

Note: The definition of “minimal risk” for research under Subpart C differs from the
definition of minimal risk for other human subjects research; compare 45 CFR 46.102(j)
(Subpart A) with 45 CFR 46.303 (Subpart C).

2. Prisoner – Any individual who is:

a. Involuntarily confined or detained (ability to leave the institution is restricted) in a
penal institution (e.g., prison) having been sentenced to such an institution under a
criminal or civil statute;

b. Detained in other facilities by virtue of statutes or commitment procedures which
provide alternatives to criminal prosecution or incarceration in a penal institution; or

c. Detained pending arraignment, trial or sentencing. (45 CFR 46.303(c))

3. Prisoner Representative – An IRB member formally appointed and listed in the IRB
membership roster who has the appropriate background, experience and working
knowledge to provide an understanding and appreciation of prison conditions from the
prisoner's perspective.

4. Secretary – The Secretary of Health and Human Services and any other officer or
employee of HHS to whom authority has been delegated. (45 CFR 46.303(a))

E. RESPONSIBILITIES  AND REQUIREMENTS

1. Principal Investigator (PI)/Lead Site Investigator Responsibilities
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https://www.hhs.gov/ohrp/regulations-and-policy/regulations/45-cfr-46/index.html#46.101(i)
https://www.govinfo.gov/content/pkg/FR-1996-10-02/pdf/96-24968.pdf
https://www.ecfr.gov/cgi-bin/text-idx?SID=c8afcea3fdcc144c329a87589ad2177d&mc=true&node=se45.1.46_1304&rgn=div8
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1303
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1102
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1303
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1303
https://www.ecfr.gov/cgi-bin/text-idx?SID=c8afcea3fdcc144c329a87589ad2177d&mc=true&node=se45.1.46_1303&rgn=div8
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a. The NIH Principal Investigator (PI)/Lead site investigator may not initiate research
that enrolls prisoners, or anticipates subjects will become prisoners, unless IRB and
OHRP approval has been obtained in accordance with this policy.

b. The NIH PI/Lead site investigator must provide sufficient information in the protocol
for the IRB to determine that the requirements under 45 CFR 46.305 and 45 CFR
46.306 are met.

c. The NIH PI/Lead Site Investigator is responsible for promptly notifying the Office of
IRB Operations (IRBO) if a subject becomes a prisoner during the course of a human
research study not previously approved for inclusion of prisoners.

I. All research interactions and interventions with, and obtaining identifiable
private information about, the now-incarcerated prisoner-subject, must be
suspended immediately until the requirements of subpart C have been satisfied,
except as noted below in E.1.c.II. below. (See OHRP Guidance – Prisoner
Involvement in Research (May 23, 2003))

II. In special circumstances in which the NIH PI/Lead Site Investigator asserts
that it is in the best interests of the subject to remain in the research study
while incarcerated, the NIH PI/Lead Site Investigator must promptly notify
IRBO and obtain permission from the IRB chair to continue activities
necessary to assure the safety and welfare of the now prisoner-subject until full
review by the convened board to determine the requirements of Subpart C are
satisfied, or that research interactions with the now prisoner-subject must
cease.

i. The NIH PI/Lead Site Investigator must also submit an amendment for
review by the convened IRB that requests permission for the prisoner-
subject to remain on the study. The amendment must include any
additional safeguards and changes to procedures (if any) needed in
order for the now-prisoner-subject to remain on the research as
consistent with this policy.

III. However, even under the circumstances in E.1.c.II., no research activities
involving the prisoner-subject may take place prior to IRB approval and receipt
of a letter of authorization from OHRP except for those necessary for the
welfare or safety of the subject.

d. When informed consent is waived or altered, the NIH PI/Lead Site Investigator is
responsible to ensure that prisoner-subjects are clearly informed in advance that
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https://pots.od.nih.gov/Requester/MyOrders/7?sortField=sort_ven&sortDirection=asc&ddlCan=-2&ddlFYear=2019
https://www.ecfr.gov/cgi-bin/text-idx?SID=c8afcea3fdcc144c329a87589ad2177d&mc=true&node=se45.1.46_1306&rgn=div8
https://www.hhs.gov/ohrp/regulations-and-policy/guidance/prisoner-research-ohrp-guidance-2003/index.html
https://www.hhs.gov/ohrp/regulations-and-policy/guidance/prisoner-research-ohrp-guidance-2003/index.html
https://E.1.c.II
https://E.1.c.II
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participation in the research will have no effect on their parole, if such notification is 
relevant. (45 CFR 46.305(a)(6)). 

2. NIH  IRB Responsibilities
a. In addition to meeting the requirements for IRB composition in 45 CFR 46.107, the

NIH IRB must meet the following special composition requirements, as noted in 45
CFR 46.304 and quorum requirements, for research involving prisoners undergoing
convened board review, including initial review, continuing review and review of
amendments or reportable events: (Policy 201 IRB Membership and Composition)

I. A majority of the IRB (exclusive of prisoner representative members) shall
have no association with the prison(s) involved, apart from their membership
on the IRB.

II. At least one member of the IRB shall be a prisoner representative.

III. Attendance of the prisoner representative as a voting member in order for
quorum to be met when the NIH IRB reviews research subject to Subpart C.

b. In addition to the criteria for approval at 45 CFR 46.111 and, as applicable, 21 CFR
56.111, the NIH IRB is responsible for the review and approval of research that meets
the regulatory criteria in Subpart C. This includes documentation of the required
findings at 45 CFR 46.305(a), and that the research falls within one of the permissible
categories at 45 CFR 46.306(a)(2), or under the Secretarial waiver for certain types of
epidemiological research further described in section E.2.b.II. below. (Policy 204
Levels of IRB Review and Criteria for IRB Approval of Research)

I. The NIH IRB(s) is responsible for applying additional safeguards for the
protection of prisoners, including when reviewing research involving prisoners
who may be under constraints because of their incarceration which could affect
their ability to make a truly voluntary and uncoerced decision whether or not to
participate as subjects in research.

II. As of June 20, 2003, the Secretary granted a waiver of the applicability of 45
CFR 46.305(a)(1) and 46.306(a)(2) in order to allow for the conduct or support
of important and necessary epidemiologic research on prisoners that meets
specific criteria (e.g., epidemiological research related to chronic diseases,
injuries, and environmental health), provided that these studies meet the
following criteria: (See 68 Fed. Reg. 36929 (Jun. 20, 2003))
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https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1107
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1304
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1304
https://www.ecfr.gov/cgi-bin/text-idx?SID=c8afcea3fdcc144c329a87589ad2177d&mc=true&node=se45.1.46_1111&rgn=div8
https://www.ecfr.gov/cgi-bin/text-idx?SID=09997dd341d4441b4a09cebdbaf87dad&mc=true&node=pt21.1.56&rgn=div5#se21.1.56_1111
https://www.ecfr.gov/cgi-bin/text-idx?SID=09997dd341d4441b4a09cebdbaf87dad&mc=true&node=pt21.1.56&rgn=div5#se21.1.56_1111
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1305
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1306
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1305
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1305
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1302
https://www.govinfo.gov/content/pkg/FR-2003-06-20/pdf/03-15580.pdf
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i. Present no more than minimal risk and no more than inconvenience to
the prisoner-subjects, and

ii. Prisoners are not the particular focus of the research.

iii. The NIH IRB must review the research subject to a waiver under
Subpart C and document all other required findings under HHS
regulations at 45 CFR 46.305(a).

c. Upon receipt of the PI's report that a previously enrolled research subject has become
a prisoner, if the research has not been previously approved for the enrollment of
prisoners, and the PI wishes to have the prisoner-subject continue to participate in the
research, the IRB must promptly re-review the proposal in accordance with the
requirements of Subpart C.

I. Further, for the subject to remain in the research pending review by the
convened board, the IRB Chair must review requests by the NIH PI/Lead Site
Investigator and determine that it is in the best interest of the prisoner-subject
to continue on the research (see E.1.c.II. above), until the requirements of
Subpart C are satisfied, or until it is decided by the IRB that Subpart C is not
met and the prisoner-subject must be withdrawn.

3. Office of IRB Operations (IRBO) Responsibilities
a. The IRBO is responsible for ensuring that the prisoner representative meets the

requirements of 45 CFR 46.304 and notifying OHRP regarding any change in the
NIH IRB roster by the addition of a prisoner representative. (See Policy 201 IRB
Membership and Composition.)

b. When the NIH IRB is reviewing research involving prisoners, the IRBO is
responsible for ensuring the quorum requirements at E.2.a. above have been met.

c. The IRBO is responsible for sending a copy of the research proposal along with a
certification letter, signed by the NIH Institutional Official, to OHRP in order to
certify to the Secretary that the NIH IRB provided its approval of research involving
prisoners and has fulfilled its duties under 45 CFR 46.305, including certifying to
OHRP that an appropriately constituted IRB panel has reviewed the proposal, and
that all required findings have been documented by the IRB.

d. If a subject becomes a prisoner during the course of a human research study not
previously approved for inclusion of prisoners, the IRBO must send a certification to
OHRP and wait for a letter of authorization in reply. Research activities involving

DHHS/NIH/OD/OIR/OHSRP 6
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prisoners may not continue until OHRP issues written approval of the study to NIH, 
except as noted in E.2.c.I. above. 

F. REFERENCES

1. Federal Regulation and Guidance:
HHS: 45 CFR 46; 45 CFR 46 Subpart C (46.301 – 46.306);
FDA: 21 CFR 56.111
61 Fed. Reg. 51531 (Oct. 2, 1996) - Waiver of Informed Consent Requirements in Certain
Emergency Research 
68 Fed. Reg. 36929 (Jun. 20, 2003) - Waiver of the Applicability of Certain Provisions of 
Department of Health and Human Services Regulations for Protection of Human 
Research Subjects for Department of Health and Human Services Conducted or 
Supported Epidemiologic Research Involving Prisoners as Subjects 

2. NIH  Policy:
Policy 201 IRB Membership and Composition
Policy 204 Levels of IRB Review and Criteria for IRB Approval of Research

3. Guidance:
OHRP Guidance – Prisoner Involvement in Research (May 23, 2003)
OHRP Prisoner Research FAQs
Informed Consent Requirements in Emergency Research (OPRR Letter, 1996)
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