IRB Member Regulatory Reference Guide (AAHRPP doc 1300-200) Feb 2026

IRB Member Regulatory Reference
Guide

USCResearch and Innovation

Human Research Protection Program



IRB Member Regulatory Reference Guide (AAHRPP doc 1300-200) Feb 2026 2

Table of Contents

31 o Te [T ot o] T T TP PP UP PR USPTOPT 4
Criteria fOr IRB APPIOVAL...........oooiiieiiie e ee ettt ettt e e ettt e e e sttt e e e seuteeeeeaataeeeeataeee e steeaeastaeeeaseseesassaeesanstaeesanssasesanssasesanssasesansssessanssaeesanssseesanssssessnsessesansssesssnsssesssnsessessnssesessnseseesansessessnssesesanseeseensseesennnsenns 5
Criteria for Expedited Review (Minimal Risk/Greater Than IMIINIMAl RISK)..............ccciiiiiiiiiiiiiie s ccte et es e st e st e et e s te e te e te e teestaestaeasseeaseesseessaasssesssesaseasseanseensaesassssessseanseanseasseesseesssesasesaseenteenseesseessasassesnsenns 6
ST T ol a0 1T =0 o =TSP USPRPOt 6
E1emENnts Of INFOrMEA CONSENT..........o.oiiiiee ettt et sh et sae e st e et e e bt e bt e s bt e sae e eae e e ae e e as e e bt e sh e e sae e sas e e et e e e bt e s e e s e e s et eae e eae e eas e e e e e b e e sheeSaeeSa st e e bt e e b e e s e e ameeemeeeae e ea b e e b e e bt e nheeshnesanesanesabeeneenneennes 9
2 (ol 1= 4 T=T o T TP TSP P PP PSPPI 9
Additional Elements of Informed CONSENt, WNEN @PPIOPIIALE ......uuiiiiiii ittt e e eee ettt e e e e e es et teeeeeeeeesaatatesaeeaaesaaasssseeeeaaaeassssssassaesaaaassssssssaseesasassssssssesessaasssssssseasasssnssssssssseeesesanssssessseensesnnsnnns 10
o g a DY AN oY (] oY =T I ST =TT o] o JAE- T [0 U UEURROt 10
Waiver Or AILEration Of INTOIMEA CONSENT.......ooiiiiiiei ettt ettt et e s bt e sttt e sutee s be e e beeesaseesseeesaseeeas e e e meeesase e e aseesas e e e ameeesabe e e s e e e m e e e S s e e e Sas e e ea b e e e an e e e sab e e e as e e e am b e e e ane e e s abeeeabeeembeesabeeennneesaseesnenesaneean 12
INVESTIGALIONAI DIUBS........coiiiiiiiiiiiee e ccieee ettt e ettt e e e ettt e e e ettt ee e s euteeeesauteeeesataeae s ssaeeeassaeeeanssaeesansseaesasstaeesanseaeesassseeesanseaeesanseesesanssseesanseseesasssssessnsssssssnssssesanssssesanssssesnsssssessnssesesanssssessnssessssnssesesnnssesesnnseneessnseens 14
Investigational Devices: Significant RiSk Versus NON-SIiNIfICANT RISK...............ooooiiii i e e e e e et e e e e ettt e e e e tteeeeebtaeeeabeaeesassteeeeasseeeeeasseeeeeansteeesanstaeeeanstaeeesssteeesansteeeeaseneesssens 15
Considerations for Making DeViCe StUAY DEteIMiNAtiONS . ........uiuiiiiiii ittt e e e e e ettt e e e e s seeetteeeeeeeessauttaesaeeaaesaasstasasaaaesasasssasssesasasaassssasssasassaaassssasssesssssasssssssseessssssssssssssseessesanssesesssssssnnnsssesesseesssansssssnneens 16
T T o B NV e AV T4 Y= ol T1 T =T o TP UPR 17
RESEAICH INVOIVING WAAICS ........co. ittt e e ettt e e ettt e e e stteee e e tteee e s staeee e staeae e seaaeeastaeeeaseaeesassaeesanseaeesanseesesanssaeesassaseesanseaeesansseeesanssaeesansseeesanseesesansseessanstesesanssaeessstessesnssneessnseneesnnseneessnssens 19
ReSEarch INVOIVING PregNant WOMEN OF FELUSES ...............oooovieiiiieeieeeieeeiee e eeeteeeeeeeteeeseesateessasateessassteessasateessaateessastessaasssesssassseessasssesssasaseessasaseessasssesssassseesaasasessaasasessasasessaasaseessasasesssasasesssasaeessaasasessanrasesssnreees 20
RESEAICH INVOIVING INEONALES...........ooiiiiiiii ettt e ettt e e sttt e e s tteeeesetteeeeeaataeeeaastaeae s staaeeastaeeeaseasesassasesanseaeesanssasessnstaeesanseeeesansseeesanssaeesanssaeesanssesesanssesesanssasesanstasesanssseessnstesssanstneessnsseeesnnseneessnssens 21
D) NEONATES OF UNCEITAIN VIADIITY c.c.eiieeiieiee ettt e ettt e e e ettt e e eeteeeeeebaeeeeetaeeeeasssaaeaaassssaaasssaseaassseeeaansseseaansessesanssesasanssssesanssaseaansssaesanssseeeansseeesansseeesanssseeeanssseesanssesaeassaeesansseeesanraeanan 21
C) N ONVIADIE NMBONATES ..ottt ettt ee et e e ettt e e e teteeeeetbeeeeaaseeeeasseeaaassseaaanssaaeaanssseeaassaeeeanssseesanssaeeeannsaseeassseeeansssseeennsseseanssaeeeanssseseaasssesessssseeeansseeeaanssesesanssaseeansseeeeansseeeeansseeesanssaeaeansseeesasres 22
Research involving the placenta, the dead fetus OF fEtal MatErial @t A IIVEIY ... .. it e ettt e e s e te e e e seataeeeeaataeeeeastaeeesastaeaeeastaseesassaeeesstaeeesansaeeesansaeeesassaesseansaeessansaeeennnes 22
Research Involving Adults Participants With DecCiSioNal IMPAIrMENt..............ooiiii et e et e e e et te e e e eittee e e e ateee e e steeeeaseaaeeasseaeesasstaeeeassteaeeasseeeeeanstaeesanstaeeeanstaeeeansteeesansteeseaseneesssens 23
Research involving cognitively impaired adults with anticipated direct benefit t0 the PArtiCIPANT .......... it e e e e e e et e e e e e e e e e s bt e e e e eeaeeesanstaaeeaeaeseaassstasseaaessaaasssseaaeasanesnnsrnn 24

Research involving cognitively impaired adults with NO anticipated direct benefit t0 the PArtiCiPANt ..........ooiiii it e e e e e e e e e ettt e e e e e e eessastaaeeeeeeeeasssstasaeaaaseaaassssanaeasasssnnsrnn 24



IRB Member Regulatory Reference Guide (AAHRPP doc 1300-200) Feb 2026

IRB Approval Actions



IRB Member Regulatory Reference Guide (AAHRPP doc 1300-200) Feb 2026

Introduction

This tool has been developed by the University of Southern California's Human Research Protection Program (HRPP) for Institutional Review Board (IRB) members. This
tool is designed to aid IRB members in evaluating research proposals according to ethical guidelines and regulations. It helps ensure that research involving human
participants (or "subjects," as the regulations term them) meets the required criteria for approval, including informed consent and considerations for vulnerable

populations.

The use of "participant" and "subject" interchangeably in this document reflects the HRPP's recognition of individuals involved in research while still adhering to the
formal language of regulations.

If you need more specific details or have questions about how this tool functions or its application, please ask the IRB analyst assigned to your study or the HRPP.
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Criteria for IRB Approval

In order to approve research covered by federal regulations (45 CFR 46.111 (a)/21 CFR 56.111(a)), the IRB (reviewer or Full Committee) must determine that all
of the following requirements are satisfied:

Q

oood O

Q

(1) Risks to subjects are minimized:
U By using procedures that are consistent with sound research design and that do not unnecessarily expose subjects to risk
U By using procedures already being performed 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 reasonably 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 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 (e.g., the possible effects of the research on public policy) as among those research risks that fall
within the purview of its responsibility.

(3) 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. The IRB should be particularly cognizant of the special problems of research that involves a category of subjects who are
vulnerable to coercion or undue influence, such as children, prisoners, individuals with impaired decision-making capacity, or economically or educationally
disadvantaged persons.

(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 45 CFR 46.116/21 CFR 50.

(5) Informed consent will be appropriately documented, or appropriately waived in accordance with 45 CFR 46.117/21 CFR 50.27.

(6) When appropriate, the research plan makes adequate provisions for monitoring the data collected to ensure the safety of subjects.

(7) When appropriate, there are adequate provisions to protect the privacy of subjects. There are adequate provisions to maintain the confidentiality of
data.
(i) The Secretary of HHS will, after consultation with the Office of Management and Budget's privacy office and other Federal departments and agencies
that have adopted this policy, issue guidance to assist IRBs in assessing what provisions are adequate to protect the privacy of subjects and to maintain
the confidentiality of data.
(b) When some or all of the subjects are likely to be vulnerable to coercion or undue influence, such as children, prisoners, individuals with impaired decision-making capacity, or
economically or educationally disadvantaged persons, additional safeguards have been included in the study to protect the rights and welfare of these subjects.


https://www.ecfr.gov/current/title-45/section-46.111
https://www.ecfr.gov/current/title-21/chapter-I/subchapter-A/part-56/subpart-C/section-56.111
https://www.ecfr.gov/current/title-45/section-46.116
https://www.ecfr.gov/current/title-21/part-50/subpart-B
https://www.ecfr.gov/current/title-45/section-46.117
https://www.ecfr.gov/current/title-21/section-50.27

IRB Member Regulatory Reference Guide (AAHRPP doc 1300-200) Feb 2026
Criteria for Expedited Review (Minimal Risk/Greater Than Minimal Risk)

The IRB may use expedited review of research provided that research activities do not fall under any of the general restrictions. Expedited review may be
used for minor changes in approved research and when limited IRB review is a condition of exemption. The research must present no more than minimal
risk to human subjects, and involve procedures listed in one or more of the categories listed in 45 CFR 46.110(b)(1)(i)/21 CFR 56.110(a).

Minimal risk means that the probability and magnitude of harm or discomfort anticipated in the research are not greater in and of themselves than those
ordinarily encountered in daily life or during the performance of routine physical or psychological examinations or tests.
Research Categories

1. Clinical studies of drugs and medical devices only when condition (a) or (b) is met.

a. (a) Research on drugs for which an investigational new drug application (21 CFR Part 312) is not required. (Note: Research on marketed drugs that
significantly increases the risks or decreases the acceptability of the risks associated with the use of the product is not eligible for expedited review.)

b. Research on medical devices for which (i) an investigational device exemption application (21 CFR Part 812) is not required; or (ii) the medical device is
cleared/approved for marketing and the medical device is being used in accordance with its cleared/approved labeling.
2. Collection of blood samples by finger stick, heel stick, ear stick, or venipuncture as follows:

a. (a) from healthy, nonpregnant adults who weigh at least 110 pounds. For these subjects, the amounts drawn may not exceed 550 ml in an 8 week period
and collection may not occur more frequently than 2 times per week; or

b. from other adults and children [2], considering the age, weight, and health of the subjects, the collection procedure, the amount of blood to be collected,
and the frequency with which it will be collected. For these subjects, the amount drawn may not exceed the lesser of 50 ml or 3 ml per kg in an 8 week
period and collection may not occur more frequently than 2 times per week.

3. Prospective collection of biological specimens for research purposes by noninvasive means.
Examples: (a) hair and nail clippings in a nondisfiguring manner; (b) deciduous teeth at time of exfoliation or if routine patient care indicates a need for
extraction; (c) permanent teeth if routine patient care indicates a need for extraction; (d) excreta and external secretions (including sweat); (e) uncannulated
saliva collected either in an unstimulated fashion or stimulated by chewing gumbase or wax or by applying a dilute citric solution to the tongue; (f) placenta
removed at delivery; (g) amniotic fluid obtained at the time of rupture of the membrane prior to or during labor; (h) supra- and subgingival dental plaque and


https://www.ecfr.gov/current/title-45/section-46.110
https://www.ecfr.gov/current/title-21/section-56.110
https://www.hhs.gov/ohrp/regulations-and-policy/guidance/categories-of-research-expedited-review-procedure-1998/index.html#footnote2
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Criteria for Expedited Review (Minimal Risk/Greater Than Minimal Risk)

calculus, provided the collection procedure is not more invasive than routine prophylactic scaling of the teeth and the process is accomplished in accordance
with accepted prophylactic techniques; (i) mucosal and skin cells collected by buccal scraping or swab, skin swab, or mouth washings; (j) sputum collected after
saline mist nebulization.

NOTE: OHRP agrees with the Food and Drug Administration’s position that for purposes of expedited review Category 3, the following procedures are considered
noninvasive (10/04/2010 OHRP correspondence): a. Vaginal swab that do not go beyond the cervical os; b. Rectal swabs that do not go beyond the rectum; and
c. Nasal swabs that do not go beyond the nares.

4. Collection of data through noninvasive procedures (not involving general anesthesia or sedation) routinely employed in clinical practice, excluding procedures
involving x-rays or microwaves. Where medical devices are employed, they must be cleared/approved for marketing. (Studies intended to evaluate the safety
and effectiveness of the medical device are not generally eligible for expedited review, including studies of cleared medical devices for new indications.)
Examples: (a) physical sensors that are applied either to the surface of the body or at a distance and do not involve input of significant amounts of energy into
the subject or an invasion of the subject=s privacy; (b) weighing or testing sensory acuity; (c) magnetic resonance imaging; (d) electrocardiography,
electroencephalography, thermography, detection of naturally occurring radioactivity, electroretinography, ultrasound, diagnostic infrared imaging, doppler
blood flow, and echocardiography; (e) moderate exercise, muscular strength testing, body composition assessment, and flexibility testing where appropriate
given the age, weight, and health of the individual.

5. Research involving materials (data, documents, records, or specimens) that have been collected, or will be collected solely for nonresearch purposes (such as
medical treatment or diagnosis). (NOTE: Some research in this category may be exempt from the HHS regulations for the protection of human subjects. 45 CFR
46.101(b)(4). This listing refers only to research that is not exempt.)

6. Collection of data from voice, video, digital, or image recordings made for research purposes.

Research on individual or group characteristics or behavior (including, but not limited to, research on perception, cognition, motivation, identity, language,
communication, cultural beliefs or practices, and social behavior) or research employing survey, interview, oral history, focus group, program evaluation, human
factors evaluation, or quality assurance methodologies. (NOTE: Some research in this category may be exempt from the HHS regulations for the protection of
human subjects. 45 CFR 46.101(b)(2) and (b)(3). This listing refers only to research that is not exempt.)

8. Continuing review of research previously approved by the convened IRB as follows:



https://www.hhs.gov/ohrp/regulations-and-policy/regulations/45-cfr-46/index.html
https://www.hhs.gov/ohrp/regulations-and-policy/regulations/45-cfr-46/index.html
https://www.hhs.gov/ohrp/regulations-and-policy/regulations/45-cfr-46/index.html
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Criteria for Expedited Review (Minimal Risk/Greater Than Minimal Risk)

a. Where (i) the research is permanently closed to the enrollment of new subjects; (ii) all subjects have completed all research-related interventions; and (iii)
the research remains active only for long-term follow-up of subjects; or

b. where no subjects have been enrolled and no additional risks have been identified; or
c. where the remaining research activities are limited to data analysis.

9. Continuing review of research, not conducted under an investigational new drug application or investigational device exemption where categories two (2)
through eight (8) do not apply but the IRB has determined and documented at a convened meeting that the research involves no greater than minimal risk and
no additional risks have been identified.
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Elements of Informed Consent

Basic Elements

45 CFR 46.116 (b) and 21 CFR 50.25(a)

O 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 that are experimental;

O 2) A description of any reasonably foreseeable risks or discomforts to the subject;

O 3) A description of any benefits to the subject or to others that may reasonably be expected from the research;

O 4) A disclosure of appropriate alternative procedures or courses of treatment, if any, that might be advantageous to the subject;
O 5) A statement describing the extent, if any, to which confidentiality of records identifying the subject will be maintained;

O 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;
O 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;
O 8) A statement that participation is voluntary, refusal to participate will involve no penalty or loss of benefits to which the subject is otherwise
entitled, and the subject may discontinue participation at any time without penalty or loss of benefits to which the subject is otherwise entitled; and
QO 9) (Applicable to non-FDA regulated studies) One of the following statements about any research that involves the collection of identifiable private
information or identifiable biospecimens:
Q (i) A statement that identifiers might be removed from the identifiable private information or identifiable biospecimens and that, after such
removal, the information or biospecimens could be used for future research studies or distributed to another investigator for future research
studies without additional informed consent from the subject or the legally authorized representative, if this might be a possibility; or

O (ii) A statement that the subject's information or biospecimens collected as part of the research, even if identifiers are removed, will not be
used or distributed for future research studies.


https://www.ecfr.gov/current/title-45/section-46.116
https://www.ecfr.gov/current/title-21/section-50.25
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Elements of Informed Consent

Additional Elements of Informed Consent, when appropriate
45 CFR 46.116 (c) and 21 CFR 50.25 (b)
O 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.
O 2) Anticipated circumstances under which the subject’s participation may be terminated by the researcher without regard to the subject’s consent.
O 3) Any additional costs to the subject that may result from participation in the research.
O 4) The consequences of a subject’s decision to withdraw from the research and procedures for orderly termination of participation by the subject.
O 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.
O 6) The approximate number of subjects involved in the study.
Q 7) (Applicable to non-FDA regulated studies) A statement that the subject’s biospecimens (even if identifiers are removed) may be used for
commercial profit and whether the subject will or will share in this commercial profit
Q 8) (Applicable to non-FDA regulated studies) A statement regarding whether clinically relevant research results, including individual results, will be
disclosed to subjects, and if so, under what conditions; and

Q 9) (Applicable to non-FDA regulated studies) For research involving biospecimens, whether the research will (if known) or might include whole
genome sequencing (i.e., sequencing of a human germline or somatic specimen with the intent to generate the genome or exome sequence of that

specimen).

For FDA regulated research, add:

O A statement that notes the possibility that the FDA may inspect the records

O (21 CFR 50.25 (c)) When seeking informed consent for applicable clinical trials, as defined in 42 U.S.C. 282(j)(1)(A), the following statement shall be
provided to each clinical trial subject in informed consent documents and processes. This will notify the clinical trial subject that clinical trial
information has been or will be submitted for inclusion in the clinical trial registry databank under paragraph (j) of section 402 of the Public Health


https://www.ecfr.gov/current/title-45/part-46/section-46.116#p-46.116(c)
https://www.ecfr.gov/current/title-21/part-50/section-50.25#p-50.25(b)
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Service Act. The statement is: “A description of this clinical trial will be available on http://www.ClinicalTrials.gov, as required by U.S. Law. This
Web site will not include information that can identify you. At most, the Web site will include a summary of the results. You can search this Web
site at any time.”

**Please note that the IRB documents its findings justifying the waiver or alteration within the minutes.

**|f the study is funded by the DoD the IRB may waive or alter some elements of informed consent for research involving human beings as experimental
subjects, so long as it preserves the informed consent of the participant (i.e., the consent indicates that participation in the research is voluntary, and the
participant/representative is informed of research risks).
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Waiver or Alteration of Informed Consent

In certain cases, the IRB may waive the requirement that an investigator obtain a participant’s signature as part of the consent process. This waiver is called
a waiver of documentation of consent.

For research that is not FDA-regulated:
There are three circumstances when the requirement for a signature [documentation] may be waived:

« When the only record linking the participant and the research is the consent document and the principal risk is loss of confidentiality.
o In this scenario, each participant must be asked whether he/she would like to sign a consent document. If the participant declines to sign, but
voices consent verbally, he/she can still be in the study.
o When the research involves no more than minimal risk and involves no procedures for which written consent is normally required outside of the
research context.
« When the research involves no more than minimal risk and the participants or representatives are members of a distinct cultural group or community
in which signing forms is not the norm. In this case there must be an appropriate alternative mechanism for documenting that informed consent was

obtained.
For research that is FDA-regulated:

A waiver of documentation of consent may be granted only:

o When the research presents no more than minimal risk of harm to participants and involves no procedures for which written consent is normally
required outside the research context.
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Examples of studies that may be eligible for requesting a waiver of documentation of consent include:

o A minimal risk study involving phone interviews or data collection via a web-based portal.

« Astudy that seeks to collect information about a sensitive topic such as illicit drug use or immigration status where having participant name linked to
participation in the study might pose a risk.

o A minimal risk study that involves focus groups in a community where the cultural norm is that individuals affirm agreement via handshake.
Requesting a signature is seen as a symbol of distrust and would deter participation in the research.

Please note: Even when waiving the documentation requirement, all other required consent elements must still be addressed. In many cases, it is still
appropriate to provide the participant with written information about the study. In all cases, the IRB requires a document that will be used for consent
purposes. This could be in the form of short text, a cover letter, or a script [e.g. when consent will be presented orally]

**Please note that the IRB documents its findings justifying the waiver or alteration within the minutes.

***|f the study is funded by the DoD the IRB may waive or alter some elements of informed consent for research involving human beings as experimental
subjects, so long as it preserves the informed consent of the participant (i.e., the consent indicates that participation in the research is voluntary, and the
participant/representative is informed of research risks).
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Investigational Drugs

The potential sponsor or sponsor-investigator of a planned clinical investigation using a marketed drug is responsible for determining whether the
investigation meets the criteria for an exemption. If there is uncertainty about whether the exemption criteria are met, the potential sponsor or sponsor-
investigator can seek advice from FDA on the applicability of the IND regulations (§ 312.2(e)).

[ The clinical investigation of a drug product that is lawfully marketed in the United States is exempt from the IND requirements if all the following
apply:

U The drug is lawfully marketed in the U.S.

[ The research is not intended to be reported to FDA as a well-controlled study in support of a new indication for use nor intended to be used to
support any other significant change in the labeling for the drug

[ The research is not intended to support a significant change in the advertising for the product

[ The research does not involve a route of administration or dosage level or use in a patient population or other factor that significantly increases the
risks (or decreases the acceptability of the risks) associated with the use of the drug product

[ The research meets the requirements for IRB approval (21 CFR 56.111) and for informed consent (21 CFR 50.25)

[ The research is conducted in compliance with the marketing limitations described in 21 CFR 312.7.


https://www.ecfr.gov/current/title-21/section-312.7
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Investigational Devices: Significant Risk versus Non-Significant Risk

Sponsors or sponsor-investigators are responsible for making the initial risk determination and presenting it to the IRB. If the sponsor/investigator identifies a
study as NSR, the sponsor/investigator must provide the reviewing IRB an explanation of its determination (21 CFR 812.2(b)(1)(ii)) and should provide any other
information that may help the IRB in evaluating the risk of the study. For example, a description of the device, reports of prior investigations with the device, the

proposed investigational plan, subject selection criteria, and other information the IRB may need.

Unless FDA has already made a risk determination for the study, the IRB must review the sponsor's SR or NSR determination for every investigational medical
device study reviewed and modify the determination if the IRB disagrees with the sponsor. If FDA has already made the SR or NSR determination for the study,

the agency's determination is final.

Significant Risk Device Study

Under 21 CFR 812.3(m), an SR device study involves an investigational device that:

e |sintended as an implant and presents a potential for serious risk to the
health, safety, or welfare of a research subject;

e |s meant to be used to support or sustain human life and presents a
potential for serious risk to the health, safety, or welfare of a subject;

e Plays an important role in diagnosing, curing, mitigating, or treating
disease, or otherwise preventing impairment of human health and
presents a potential for serious risk to the health, safety, or welfare of a
subject;

OR

e Otherwise presents a potential for serious risk to the health, safety, or

welfare of a subject.
SR Device studies must:
e Follow all the IDE regulations at 21 CFR 812.

e Have an IDE application approved by FDA before they may proceed.

Nonsignificant Risk Device Study

An NSR device study is one that does not meet the definition of a Significant Risk
Device.

NSR studies:

e Must follow the abbreviated requirements at 21 CFR 812.2(b) that
address labeling, IRB approval, informed consent, monitoring, records,
reports, and prohibition against promotion. However, there is no need to
make progress reports or final reports to FDA.

e Do not have to have an IDE application approved by FDA.

e Sponsors and IRBs do not have to report the IRB approval of an NSR
device study to FDA. This means that an IRB may approve an NSR device
study and an investigator may conduct the study without FDA knowing
about it.

e An IRB’s NSR determination is important because the IRB serves as the
FDA’s surrogate for review, approval, and continuing review of the NSR
device studies. An NSR device study may start at the institution as soon as
the IRB reviews and approves the study and without prior approval by
FDA.



https://www.ecfr.gov/current/title-21/part-812/section-812.2#p-812.2(b)(1)(ii)
https://www.ecfr.gov/current/title-21/part-812/section-812.3#p-812.3(m)
https://www.ecfr.gov/current/title-21/section-812.2
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Investigational Devices: Significant Risk versus Non-Significant Risk

16

Considerations for Making Device Study Determinations

The IRB must consider the following questions:

Determination Checklist

What is the basis for the risk determination? The risk determination
is based on the proposed use of a device in an investigation, and not
on the device alone.

What is the nature of harm that may result from use of the device?
SR studies are those that present a potential for serious risk to the
health, safety, or welfare of a subject. Included among those devices
that present SR are devices for which the potential harm to subjects
could be life-threatening, could result in permanent impairment of a
body function, or permanent damage to body structure, or could
necessitate medical or surgical intervention to preclude permanent
impairment of a body function or permanent damage to body
structure.

Will the subject need to undergo an additional procedure as part of
the investigational study, for example, a surgical procedure? If the
subject must undergo a procedure as part of the study, e.g., a surgical
procedure to implant the device, the IRB must consider the potential
harm caused by the procedure, as well as the potential harm caused
by the device.

Sponsor’s initial Risk Assessment: QSR UNSR

Does the device meet the definition of a Significant Risk (SR) device under 21 CFR
812.3(m)?
Is it intended as an implant and presents a potential for serious risk to the health,
safety, or welfare of a subject?

Qyes QNo
Is it purported or represented to be for use supporting or sustaining human life
and presents a potential for serious risk to the health, safety, or welfare of a
subject?

QvYes UNo
Is the device for a use of substantial importance in diagnosing, curing, mitigating,
or treating disease or otherwise preventing impairment of human health and
presents a potential for serious risk to the health, safety, or welfare of a subject?

QYes UNo
Does the device otherwise present a potential for serious risk to the health,
safety, or welfare of a subject?

QYes UNo
Based on the relevant information provided by the sponsor (including the
description of the device, reports of prior investigations conducted with the
device, the proposed investigational plan, and subject selection criteria), does the
committee agree with the sponsor’s risk assessment and the rationale used in
making its SR or NSR determination?

Qyes QNo
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Research Involving Children
45 CFR 46 Subpart D / 21 CFR 50 Subpart D

U §46.404/8§50.51 Research does not involve greater than minimal risk
No greater than minimal risk to the children is presented.

U §46.405/8§50.52 Greater than minimal risk, but with the prospect of direct benefit to the individual
More than minimal risk to children is presented by an intervention or procedure that holds out the prospect of direct benefit for the individual subject, or by a
monitoring procedure that is likely to contribute to the subject's well-being, only if the IRB finds that:
a) The risk is justified by the anticipated benefit to the subjects;
b) The relation of the anticipated benefit to the risk is at least as favorable to the subjects as that presented by available alternative approaches.
c) Adequate provisions are made for soliciting the assent of the children and permission of their parents or guardians, as set forth in § 46.408/§ 50.55.

U §46.406/8§50.53 Greater than minimal risk and no prospect of direct benefit to individual subjects, but likely to yield generalizable knowledge
about the child’s disorder or condition

More than minimal risk to children is presented by an intervention or procedure that does not hold out the prospect of direct benefit for the individual, or by a
monitoring procedure which is not likely to contribute to the well being of the child, only if the IRB finds that:
a) The risk represents a minor increase over minimal risk;
b) The intervention or procedure presents experiences to subjects that are reasonably commensurate with those inherent in their actual or expected
medical, dental, psychological, social, or educational situations;
c) The intervention or procedure is likely to yield generalizable knowledge about the child’s disorder or condition which is of vital importance for the
understanding or amelioration of the child’s disorder or condition.
d) Adequate provisions are made for soliciting the assent of the children and permission of their parents or guardians as set forth in § 46.408 /§ 50.55.
U §46.407/8§50.54 Research otherwise not approvable
Does not meet the requirements above, and meets the following requirements:
a) the IRB finds that the research presents a reasonable opportunity to further the understanding, prevention, or alleviation of a serious problem
affecting the health or welfare of children; and
b) the Secretary of Health and Human Services, after consultation with a panel of experts in pertinent disciplines (for example: science, medicine, education,
ethics, law) and following the opportunity for public review and comment, has determined either:



https://www.ecfr.gov/current/title-45/part-46/subpart-D
https://www.ecfr.gov/current/title-21/part-50/subpart-D
https://www.ecfr.gov/current/title-45/section-46.408
https://www.ecfr.gov/current/title-21/section-50.55
https://www.ecfr.gov/current/title-45/section-46.408
https://www.ecfr.gov/current/title-21/section-50.55
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(1) that the research in fact satisfies the conditions of § 46.404, § 46.405, or § 46.406, as applicable, or

(2) the following:
(i) the research presents a reasonable opportunity to further the understanding, prevention, or alleviation of a serious problem affecting the
health or welfare of children;
(ii)the research will be conducted in accordance with sound ethical principles.
(iii)Adequate provisions are made for soliciting the assent of children and the permission of their parents or guardians, as set forth in §
46.408/§ 50.55.
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https://www.ecfr.gov/current/title-45/section-46.404
https://www.ecfr.gov/current/title-45/section-46.405
https://www.ecfr.gov/current/title-45/section-46.406
https://www.ecfr.gov/current/title-45/section-46.408
https://www.ecfr.gov/current/title-45/section-46.408
https://www.ecfr.gov/current/title-21/section-50.55
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Research Involving Wards
45 CFR 46 Subpart D / 21 CFR 50 Subpart D

L §46.409 / § 50.56 Wards

a) Children who are wards of the state or any other agency, institution, or entity can be included in research approved under § 46.406 or § 46.407 /§ 50.53 or §
50.54 only if such research is:

1. Related to their status as wards; or
2. Conducted in schools, camps, hospitals, institutions, or similar settings in which the majority of children involved as subjects are not wards.

(b) If the research is approved under paragraph (a) of this section, the IRB shall require appointment of an advocate for each child who is a ward.
1. The advocate will serve in addition to any other individual acting on behalf of the child as guardian or in loco parentis.

2. One individual may serve as advocate for more than one child.
3. The advocate must be an individual who has the background and experience to act in, and agrees to act in, the best interest of the child for the duration of the

child's participation in the clinical investigation.
4. The advocate must not be associated in any way (except in the role as advocate or member of the IRB) with the clinical investigation, the investigator(s), or the

guardian organization.


https://www.ecfr.gov/current/title-45/section-46.406
https://www.ecfr.gov/current/title-45/section-46.407
https://www.ecfr.gov/current/title-21/section-50.53
https://www.ecfr.gov/current/title-21/section-50.54
https://www.ecfr.gov/current/title-21/section-50.54
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Research Involving Pregnant Women or Fetuses

Conditions for Involving Pregnant Women or Fetuses in Research (45 CFR 46.204) :

Pregnant women or fetuses may be involved in research if all the following conditions are met:

Q

Q

U

o000 Do

a)Where scientifically appropriate, preclinical studies, including studies on pregnant animals, and clinical studies, including studies on non-
pregnant women, have been conducted and provide data for assessing potential risk to pregnant women and fetuses

b)The risk to the fetus is caused solely by interventions or procedures that hold out the prospect of direct benefit (benefit arising from receiving

the intervention being studied) for the woman or the fetus; - OR - if there is no such prospect of benefit, the risk to the fetus is not greater than

minimal and the purpose of the research is the development of important biomedical knowledge which cannot be obtained by any other means
c)Any risk is the least possible for achieving the objectives of the research

d)If the research holds out the prospect of direct benefit to the pregnant woman, the prospect of a direct benefit both to the pregnant woman and
the fetus, -OR- no prospect of benefit for the woman nor the fetus when risk to the fetus is not greater than minimal and the purpose of the
research is the development of important biomedical knowledge that cannot be obtained by any other means, her consent is obtained in accord
with the informed consent provisions of subpart A of this part;

e)If the research holds out the prospect of direct benefit solely to the fetus then the consent of the pregnant woman and the father is obtained in accord
with the informed consent provisions of subpart A of this part, except that the father's consent need not be obtained if he is unable to consent because of
unavailability, incompetence, or temporary incapacity or the pregnancy resulted from rape or incest.

f)Each individual providing consent is fully informed regarding the reasonably foreseeable impact of the research on the fetus or neonate.

g)For children as defined in § 46.402(a) who are pregnant, assent and parental permission are obtained in accord with the provisions of Subpart D.
h)No inducements, monetary or otherwise, will be offered to terminate a pregnancy

i)Individuals engaged in the research will have no part in any decisions as to the timing, method, or procedures used to terminate a pregnancy; and

j)Individuals engaged in the research will have no part in determining the viability of the neonate.


https://www.ecfr.gov/current/title-45/section-46.204
https://www.ecfr.gov/current/title-45/part-46/subpart-A
https://www.ecfr.gov/current/title-45/part-46/subpart-A
https://www.ecfr.gov/current/title-45/section-46.402#p-46.402(a)
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Research Involving Neonates
45 CFR 46 Subpart B § 46.205

a) Neonates of uncertain viability and nonviable neonates may be involved in research if all of the following conditions are met:

Q 1) Where scientifically appropriate, preclinical and clinical studies have been conducted and provide data for assessing potential risks to neonates; and
Q 2) Eachindividual providing consent is fully informed regarding the reasonably foreseeable impact of the research on the neonate; and

A 3) Individuals engaged in the research will have no part in determining the viability of a neonate; and

Q 4) The requirements of the paragraphs of this policy on neonates of uncertain viability and nonviable neonates have been met as applicable.

b) Neonates of uncertain viability
Until it has been ascertained whether or not a neonate is viable, a neonate may not be involved in research covered by this subpart unless the following
additional conditions are met:

1) The IRB determines that:

Q (i)The research holds out the prospect of enhancing the probability of survival of the neonate to the point of viability, and any risk is the least possible
for achieving that objective —OR-

Q (ii) the purpose of the research is the development of important biomedical knowledge which cannot be obtained by other means and there will be
no added risk to the neonate resulting from the research; and

Q 2)The legally effective informed consent of either parent of the neonate or, if neither parent is able to consent because of unavailability,
incompetence, or temporary incapacity, the legally effective informed consent of either parent's legally authorized representative is obtained in
accord with subpart A of this part, except that the consent of the father or his legally authorized representative need not be obtained if the
pregnancy resulted from rape or incest.



https://www.ecfr.gov/current/title-45/section-46.205
https://www.ecfr.gov/current/title-45/part-46/subpart-A
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c) Nonviable neonates

After delivery nonviable neonate may not be involved in research covered by this subpart unless all of the following additional conditions are met:
Q 1) Vital functions of the neonate will not be artificially maintained;
O 2) The research will not terminate the heartbeat or respiration of the neonate;
O 3) There will be no added risk to the neonate resulting from the research;
O 4) The purpose of the research is the development of important biomedical knowledge that cannot be obtained by other means;

Q 5) The legally effective informed consent of both parents of the neonate is obtained in accord with subpart A of this part, except that the waiver and
alteration provisions of § 46.116(c) and (d) do not apply. However, if either parent is unable to consent because of unavailability, incompetence, or
temporary incapacity, the informed consent of one parent of a nonviable neonate will suffice to meet the requirements of this paragraph (c)(5),
except that the consent of the father need not be obtained if the pregnancy resulted from rape or incest. The consent of a legally authorized
representative of either or both of the parents of a nonviable neonate will not suffice to meet the requirements of this paragraph (c)(5).

d) Viable neonates

A neonate, after delivery, that has been determined to be viable may be included in research only to the extent permitted by and in accord with the
requirements of subparts A and D of this part.

45 CFR 46 Subpart B § 46.206
Research involving the placenta, the dead fetus or fetal material after delivery
O a) Research involving, after delivery, the placenta; the dead fetus; macerated fetal material; or cells, tissue, or organs excised from a dead fetus, shall
be conducted only in accord with any applicable Federal, State, or local laws and regulations regarding such activities.
Q b) If information associated with material described in paragraph (a) of this section is recorded for research purposes in a manner that living

individuals can be identified, directly or through identifiers linked to those individuals, those individuals are research subjects and all pertinent
subparts of this part are applicable.



https://www.ecfr.gov/current/title-45/part-46/subpart-A
https://www.ecfr.gov/current/title-45/section-46.116#p-46.116(c)
https://www.ecfr.gov/current/title-45/section-46.116#p-46.116(d)
https://www.ecfr.gov/current/title-45/section-46.205#p-46.205(c)(5)
https://www.ecfr.gov/current/title-45/section-46.205#p-46.205(c)(5)
https://www.ecfr.gov/current/title-45/part-46/subpart-A
https://www.ecfr.gov/current/title-45/part-46/subpart-D
https://www.ecfr.gov/current/title-45/section-46.206
https://www.ecfr.gov/current/title-45/section-46.206#p-46.206(a)
https://www.ecfr.gov/current/title-45/part-46/subpart-s
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Research Involving Adults Participants with Decisional Impairment

Vulnerable participants are those whose autonomy or voluntariness is compromised. Two key types of vulnerability are:

1. Decisional Impairment: Potential participants may lack the capacity to make autonomous decisions, possibly due to undue influence or inducement.
2. Situational/Positional Vulnerability: Participants may face coercion, which could interfere with their ability to choose freely.

Coercion, distinct from undue influence, involves threats or a power imbalance that may force participation. For instance, a provider might threaten to
withdraw services, or a student may fear a poor grade if they don’t participate. Subtle coercion can also occur in workplaces where non-participation is
discouraged.

For cognitively impaired individuals, impaired consent capacity is a primary concern. Assessments should be tailored to the study population and risk level,
especially in studies with significant risks. Enrollment decisions should consider whether the research could be conducted with fully capable individuals and
if the study benefits the cognitively impaired population. IRBs should evaluate the risk-benefit profile, particularly when it deviates from standard care.

The following items should be considered when reviewing research with cognitively impaired adults:

QO Participants have a disease or condition for which the procedures involved in the research hold out a prospect of direct benefit to the individual participant that is
unavailable outside the research context.

OR

U The objectives of the trial cannot be met by means of study of participants who can give consent personally.
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Research involving cognitively impaired adults with anticipated direct benefit to the participant
O Risks to participants are reasonable in relation to anticipated benefits to participants.

O The relation of the anticipated benefit to the risk is at least as favorable to the participants as that presented by available alternative approaches.
U The trial is not prohibited by law.

Research Involving Adults Participants with Decisional Impairment
Q Participants will be particularly closely monitored.

O Participants will be withdrawn if they appear to be unduly distressed.

U The proposed plan for the assessment of the capacity to consent is adequate.

O The participant will be informed about the research to the extent compatible with the participant’s understanding.
U The consent document includes a signature line for a Legally Authorized Representative (LAR).

QO If capable, the participant will sign and personally date the written informed consent.

Research involving cognitively impaired adults with NO anticipated direct benefit to the participant
U Participants have a disease or condition for which the procedures involved in the research are intended.

U The objectives of the trial cannot be met by means of study of participants who can give consent personally.
U The foreseeable risks to the participants are low.

U The negative impact on the participant’s well-being is minimized and low.

O The trial is not prohibited by law.

O Participants will be particularly closely monitored.

24



IRB Member Regulatory Reference Guide (AAHRPP doc 1300-200) Feb 2026
O Participants will be withdrawn if they appear to be unduly distressed.

O The proposed plan for the assessment of the capacity to consent is adequate.

O The participant will be informed about the research to the extent compatible with the participant’s understanding.
O The consent document includes a signature line for a LAR.
O If capable, the participant will sign and personally date the written informed consent.
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IRB Approval Actions

Approve: Meets criteria for approval, no changes required.

Approve with Contingencies (Designated Reviewer): The application is approvable with modifications, clarifications or
verifications requiring review by a designated reviewer with the requisite expertise or experience to evaluate the responses.

Examples include:

° Congirmat('jion of specific assumptions or understandings on the part of the IRB regarding how the research will be
conducte

e Submission of additional documentation
e Precise language changes to protocol or informed consent documents; or

° Substantivfe changes to protocol or informed consent documents along with clearly stated parameters that the changes
must satisfy

Defer: The board has serious concerns about the study, and/or requires significant modifications before the study meets the
criteria for approval under 45 CFR 46.111/21CFR56.111. The principal investisator must submit the requested additional
information for Full Board review. Examples of significant modifications include more than minor changes to the risks,
research design and methodology, statistical analyses, data safety monitoring plan, provisions for protecting human
participants’ safety and privacy, and informed consent document(s).

Table: The board is unable to discuss the study due to lack of time or loss of quorum. The application is placed on the agenda
for the next convened meeting.

Disapprove: The protocol does not provide adequate protection to human participants, and it is unlikely that it can be
modified to provide such protection. The IRB notifies the principal investigator of the disapproval in writing, including a
statement of the reasons for its decision.


https://hrpp.usc.edu/policies/process-of-irb-submissions/
https://www.ecfr.gov/current/title-45/section-46.111
https://www.ecfr.gov/current/title-21/section-56.111
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