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IRB Review Criteria
This guide has been compiled as a reference for IRB reviewers and summarizes requirements to be satisfied for IRB
approval of research. The topics include:
- Criteria for Approval of Research
- Elements of Informed Consent
- IRB Required Findings (for inclusion of vulnerable populations, or to alter/waive informed consent)
- Exempt and Expedited Review
- Key Regulatory Definitions, including the definition of Minimal Risk
- Additional Committee and Departmental Reviews

(References: DHHS 45 CFR 46 ¶111, 116 & 117; and FDA 21 CFR 50 ¶.20, 25 & 27; 21 CFR 56.111.)

Criteria for IRB Approval of Research
Per regulations DHHA§46.111/ FDA§ 56.111


Risks to subjects are minimized: (1) 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.



Risks to subjects are reasonable in relation to anticipated benefits, if any, to subjects and importance of
knowledge expected to result



Selection of subjects is equitable



Informed consent will be sought from each prospective subject or subject’s legally authorized rep.



Informed consent will be appropriately documented



When appropriate, the research plan makes adequate provision for monitoring the data to ensure the safety of
subjects



When appropriate, there are adequate provisions to protect privacy of subjects and to maintain the
confidentiality of data



When some or all of the subjects are likely to be vulnerable to coercion or undue influence, such as children,
prisoners, pregnant women, mentally disabled persons, economically or educationally disadvantaged persons,
additional safeguards have been included to protect the rights and welfare of these subjects

[The additional subpart regulations pertaining to specific populations must be addressed also, when applicable.]
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The table below provides points to consider in evaluating requirements listed in the checklist for convened IRB review.
Considerations to Evaluate Whether Criteria Are Met

Requirement
Use of Human Subjects

 Has the proposal undergone scientific review?

1. The use of human subjects in this
research is appropriate

 Is the hypothesis clear? Objectives and valid end-points provided?
 Study design appropriate to reasonably expect to answer hypothesis?
 Will the investigator have access to a population that would allow
recruitment of the required number of participants?
 Will the research contribute to generalized knowledge and be worth
exposing subjects to risk?

Staff and Facilities

 Are the research staff members qualified to conduct the procedures?
 Are there adequate numbers of qualified staff?
 Is there a process to ensure that the research personnel are adequately

2. The staffing and facilities for the
research are appropriate

informed about the protocol and their research-related responsibilities?

 Does the investigator have adequate facilities to conduct the research?
 Will investigator have sufficient time to conduct/complete the research?
 Are the medical or psychological resources that participants might require
as a consequence of the research available?

3. Risks to Subjects are Minimized
(i) Risks to subjects are minimized by
using procedures which are
consistent with sound research
design and which do not unnecessarily expose subjects to risk.
(ii) Risks to subjects are minimized
whenever appropriate, by using
procedures already being performed
on the subjects for diagnostic or
treatment purposes.
4. Risks to Subjects are Reasonable
Risks to subjects are reasonable in
relation to anticipated benefits, if any,
to subjects and to the importance of
knowledge that may reasonably be
expected to result

 Consider the physical, psychological, social, legal, and economic risks.
 Would fewer procedures answer the scientific question?


Will procedures that may answer the scientific question be done
regardless of the research? If so, can the data from these procedures
be used to reduce the likelihood or magnitude of harm?
 Would alternative procedures with reduced likelihood or magnitude of
harm answer the scientific question?
 Would fewer participants answer the scientific question?

 What are the 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).
 What does the IRB consider the level of risk to be? What does the PI
consider the level of risk/discomfort/inconvenience?
 Is there prospect of direct benefit to subjects?
Note: The regulations indicate that 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.

5. Data Safety Monitoring
 When will the data be monitored?
If the research involves more than
 What data will be monitored?
minimal risk to participant, the research  Who will be doing the monitoring?
plan makes adequate provision for
monitoring the data collected to ensure
the safety of subjects.
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6. Privacy and Confidentiality
a. There are adequate provisions to
protect the privacy of subjects.
b. There are adequate provisions to
maintain the confidentiality of data.

7. Subject Selection
Subject selection is equitable

8. Vulnerable Populations
When some or all of the subjects,
such as children, prisoners, pregnant
women, handicapped, or mentally
disabled persons, or economically or
educationally disadvantaged persons,
are likely to be vulnerable to coercion
or undue influence additional
safeguards have been included in the
study to protect the rights and welfare
of these subjects.

9. Informed Consent Process
The investigator will obtain the legally
effective informed consent of the
subject or the subject's legally
authorized representative.
∙ The circumstances of consent will
provide the prospective subject or the
representative sufficient opportunity to
consider whether or not to participate.
∙ The circumstances of consent will
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.











Are the research procedures designed to minimize invasion of privacy?
Will subjects think their information is any of the researcher’s business?
Will subjects be comfortable with the research setting provided?
Is confidentiality pledged?
Are there legal or ethical requirements to maintain confidentiality?
Will data release cause a risk of harm?
Are there access restrictions (e.g., locks/passwords, etc.) in place?
Are techniques used to protect the data from re-identification?
Is a Certificate of Confidentiality needed to protect the researcher and
institution from being compelled to release information that could identify
the study participants?

 Consider the purpose of the research purpose and recruitment methods





when assessing subject selection.
Who will be enrolled (healthy volunteers, patients, children, etc.)?
Is the rational for inclusion/exclusion addressed?
The target population should make scientific and ethical sense.
Are there special problems associated with a vulnerable population?

 Additional requirements are outlined in separate, supplemental IRB

checklists for use when the research will involve any of the following
populations: Children; Decisionally Compromised; Pregnant Women,
Fetuses or Neonates; Prisoners; Research to be Conducted in
Emergency Settings. or Fetal Tissue for Transplantation
 Will the research include subjects likely to be vulnerable to coercion or
undue influence, such as students, employees, military, socially or
economically disadvantaged? If so, consider these issues:
▫ Is there a power differential? ▫ Excessive motivation?
▫ Is there a decisional or communication issue?
▫If so, are appropriate protections in place to protect the rights and
welfare of the subjects?

 Is it clear who can serve as a legally authorized representative?
 Will the participants or representatives:

∙ understand the facts? appreciate the implications of the decision?
∙ be able to decide? be able to communicate a decision?
 What are the circumstances involved?
 How much time will be devoted to the consent discussion?
 How much time will be allowed for a decision?








Is there a power differential? Communication issues?
Are there issues regarding the capacity to make a decision; communicate?
If appropriate, is there an assent form?
Are there excessive motivating factors?

What language will the participants or representatives speak?
Can the research team communicate in understandable language to the
participants or representatives?
 Will the written information be in understandable language?

 Is the information factual? (e.g., the policy, plan, expectation, or law)
 Does it avoid stating an outcome (e.g., something will or will not happen)?
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∙ The informed consent, whether oral or
written, will not include any
exculpatory language through which
the subject or representative is made
to waive or appear to waive any of the
subject’s legal rights, or releases or
appears to release the investigator,
sponsor, the institution, or its agents
from liability for negligence.
10. Documentation of Consent
Informed consent will be appropriately
documented, in accordance with and
to the extent required by the
regulations.
The consent form may be either of
the following:
∙

Written consent document that
embodies the elements of
informed consent

∙

Short form written consent
document stating that the
elements of informed consent
have been presented orally

Criteria to alter or waive informed consent
For the specific IRB findings required to waive informed consent, or to alter
or waive some or all of the required elements of consent see below: IRB
Required Findings to Alter or Waive Informed Consent (or Documentation).

a. If written consent (long form) is used:
 The consent document embodies the elements of informed consent
required by the regulations. (Listed in next section)
 The investigator will give either the participant or the participant’s
legally authorized representative (LAR) adequate opportunity to read
the consent document before it is signed.
 The participant or the participant’s legally authorized representative
(LAR) will sign the informed consent document.
 If the research is subject to FDA regulation, the participant or the
participant’s LAR will date the informed consent document.
 A copy of informed consent document will be given to the person
signing the form.
b. If short-form method of consent documentation is used (e.g., for
limited English participants):
 The short form consent document states that the elements of
informed consent required by the regulations have been presented
orally to the participant or the participant’s LAR.
 There will be a witness to the oral presentation.
 For participants who do not speak English, the witness will be
conversant in both English and the language of the participant or the
participant’s LAR.
 A written summary of what is to be said to the participant or the LAR
embodies the elements of informed consent required by the
regulations. (See elements, below)
 The informed consent document will be signed by both:
♦The participant or the participant’s LAR and ♦The witness
 If the research is subject to FDA regulation the participant or the
participant’s LAR will date the informed consent document.
 The written summary will be signed by both:
♦The witness and
♦The person obtaining consent
 The participant or the participant’s LAR will be provided both:
♦A copy of short form informed consent document and
A copy of the written summary
Criteria to waive documentation (i.e., waive signed consent form):
For the specific findings to waive documentation of consent, see below: IRB
Required Findings to Alter or Waive Informed Consent (or Documentation).
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Elements of Informed Consent
Basic Elements
The consent process must:
∙Disclose that the study involves research
∙Explain the purposes of the research
∙Explain the expected duration of the subject’s participation
∙Describe the procedures to be followed
∙Identify any procedures that are experimental and identify any investigational drugs/devices as being
investigational if applicable
∙Describe any reasonably foreseeable risks or discomforts to the subject
∙Describe any benefits to the subject or to others which may reasonably be expected from the research
∙Disclose appropriate alternative procedures or courses of treatment, if any, that might be advantageous to the
subject
∙Disclose the extent, if any, to which confidentiality of records identifying the subject will be maintained
∙Notes the possibility that the FDA may inspect the records if the research is subject to the FDA regulation
∙For research involving more than minimal risk, explain whether any compensation is available if injury occurs and if
so, what the compensation consists of and where further information may be obtained regarding compensation
∙For research involving more than minimal risk, explain whether any medical treatments are available if injury
occurs and if so, what medical treatments are available and where further information may be obtained regarding
those medical treatments
∙Explain whom to contact for answers to pertinent questions about the research
∙Explain whom to contact for answers to pertinent questions about research subjects’ rights
∙Explain whom to contact in the event of a research-related injury to the subject
∙Disclose that participation is voluntary
∙Disclose that refusal to participate will involve no penalty or loss of benefits to which the subject is otherwise
entitled
∙Disclose that the subject may discontinue participation at any time without penalty or loss of benefits to which the
subject is otherwise entitled
Additional elements
When appropriate, the consent process must:
∙Disclose that the particular treatment or procedure may involve risks to the subject which are currently
unforeseeable, if the risk profile of the research-related interventions is not well known and/or the research involves
investigational drugs or devices
∙Disclose that if the subject is or may become pregnant the particular treatment or procedure may involve risks to
the embryo or fetus which are currently unforeseeable, if the risk profile of all research interventions or interactions
on embryos or fetuses is not well known
∙Indicate the anticipated circumstances under which the subject’s participation may be terminated by the
investigator without regard to the subject’s consent if there are any
∙Disclose additional costs to the subject that may result from participation in the research if there are any
∙Disclose the consequences of a subject’s decision to withdraw from the research and the procedures for orderly
termination of participation by the subject, if there are adverse consequences (physical, social, economic, legal, or
psychological) to this decision
∙Indicate 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, if this type of findings is likely during the course of
the research
∙Indicate the approximate number of subjects involved in the study, if this information is important to a decision to
take part in the research
∙Indicate the amount and schedule of payments
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IRB Required Findings
IRB Required Findings for Vulnerable Populations: Supplemental Checklists
For additional required findings needed in order to involve the following vulnerable populations, see the
separate supplemental IRB Review Checklist for that population:
IRB Review Checklist Supplement: Research Involving Children
The research must meet a permissible regulatory category and specific conditions for parental permission and
assent.
IRB Review Checklist Supplement: Research Involving Adults with Decisional Impairment
The research must meet a permissible risk category and address specific conditions for the informed consent
process.
IRB Review Checklist Supplement: Research Inv. Pregnant Women, Fetuses or Neonates
Requires scientific data justification; the risk/benefit assessment determines informed consent requirements.
IRB Review Checklist Supplement: Research Involving Prisoners
An IRB member prisoner representative must be present during the review, and the research must meet a
permissible regulatory category for research with prisoners. A unique definition applies to minimal risk for
prisoners. For DHHS funded studies, the IRB must certify its findings to DHHS and receive confirmation.

IRB Required Findings to Alter or Waive Informed Consent (or Documentation)
Federal regulations and institutional policy require that the IRB review and document in its minutes that the
following required findings are made for specific circumstances.
Alter or Waive Informed Consent
DHHS 45 DFT 46.116(d)
For DHHS regulated research, an IRB may approve a consent procedure which does not include, or which
alters, some or all of the elements of informed consent, or waive the requirements to obtain informed
consent provided the IRB finds and documents that:
1) the research involves no more than minimal risk to the participants; and
2) the waiver or alteration will not adversely affect the rights and welfare of the participants; and
3) the research could not practicably be carried out without waiver or alteration; and
4) when appropriate, participants will be provided with additional pertinent information after participation.
(Note: The research may not be subject to FDA regulation, except as noted in IRB policies and procedures.)
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FDA 21 CFR 50
FDA does not permit general waivers, but two types of exceptions are permitted for research in emergency
situations.
§50.23 Exception from requirements for Informed Consent [for Individual Patient Emergency]
Before the use of a test article*, both the investigator and a physician who is not otherwise participating in
the clinical investigation certify in writing all of the following:
1) the human subject is confronted by a life-threatening situation necessitating the use of the
test article; and
2) informed consent cannot be obtained from the subject because of an inability to communicate
with, or obtain legally effective consent from, the subject; and.
3) time is not sufficient to obtain consent from the subject’s legal representative; and
4) no available alternative method of approved or generally recognized therapy that provides
an equal or greater likelihood of saving the life of the subject.
*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 determination required above, 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. Documentation of the above requirements must be submitted to the IRB within 5 working
days after the use of the test article.
§50.24 Exception from Informed Consent for [Research Planned for] Emergency Settings
Detailed requirements apply for this type of research and are outlined in the separate checklist, ‘IRB
Findings for Exception from Informed Consent for Studies to be Conducted in Emergency Settings’.
Waiver of Documentation of Consent
DHHS 45 CFR §46.117(c)
For DHHS research, an IRB may waive the requirement for a signed consent form if it finds either:
 That the only record linking the subject and the research would be the consent document and the
principal risk would be potential harm resulting from a breach of confidentiality. Each investigator
subject will be asked whether the subject wants documentation linking the subject with the research,
and the subject’s wishers will govern; or
 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. The IRB
may require the investigator to provide subjects with a written statement regarding the research.
FDA 21 CFR §56.109(c)
For FDA research, a waiver of documentation is permissible only in research involving:
 No greater than minimal risk; and
 That includes no procedures for which written consent is normally required outside of the research
context.
The IRB may require the investigator to provide subjects with a written statement about the research.
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Exempt and Expedited Review
Exempt Categories – DHHS regulations identify certain activities that may be exempt from compliance with the
regulations. PSU policy requires that an exemption determination may be made only by a designated IRB member or
qualified IRB staff. For a list of eligible categories see the separate chart, Exempt & Expedited Categories, available
on the web at http://www.pennstatehershey.org/web/irb/home/operations .
Expedited Review Applicability Criteria
Does this research meet all of the applicability criteria for expedited review?
Expedited IRB review (as opposed to full, convened board) is conducted by the IRB chair or one or more designated,
experienced board members.
For a new research project to qualify for expedited review, the following must apply:
a) Research activities must:
 Present no more than minimal risk* to human subjects, and
 Involve only procedures eligible as listed in the federal regulations* (see the categories indicated on the
application form) *Outlined in the separate document, Exempt & Expedited Categories chart.
b) Reasonable and appropriate protections must be implemented by the investigator so that risks related to
invasion of privacy and breach of confidentiality are no greater than minimal where identification of the subjects
and/or their responses would reasonably place them at risk of criminal or civil liability, or be damaging to the
subjects’ financial standing, employability, insurability, reputation, or be stigmatizing.
c) The expedited review procedure may not be used for classified (e.g., military) research with human subjects.
d) The standard requirements for informed consent (or its waiver, alteration, or exception) apply.
* 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.

Key Regulatory Definitions
DHHS Definitions (reference 45 CFR 45.102)
Research means a systematic investigation, including research development, testing and evaluation,
designed to develop or contribute to generalizable knowledge.
Human subject means a living individual about whom an investigator (whether professional or student)
conducting research obtains 1) Data through intervention or interaction with the individual, or 2)
Identifiable private information.
Intervention includes both physical procedures by which data are gathered (for example,
venipuncture, and manipulations of the subject or the subject’s environment that are performed for
research purposes.
Interaction includes communication or interpersonal contact between investigator and subject.
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Private information includes information about behavior that occurs in a context in which has been
provided for specific purposes by an individual and which the individual can reasonable expect will not be
made public (for example, a medical record). Private information must be individually identifiable (i.e., the
identity of the subject is or may readily be ascertained by the investigator or associated with the
information) in order for obtaining the information to constitute research involving human subjects.
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.

FDA Definitions (reference 21 CFR 50.3(c)
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. A human subject
also includes a human on whose specimen an investigational device is used.
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.
Clinical investigation [research] under the FDA regulations means any experiment that involves a test
article and one or more human participants and that either is subject to requirements for prior submission to
the Food and Drug Administration under section 505(i) 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 terms research, clinical research,
clinical study, study and clinical investigation are deemed to be synonymous for purposes of the FDA regulations. In practice, all
uses of drugs or medical devices constitute “research” under this definition unless the drug or device is both approved and being
used in the course of medical practice. In additional, all uses of FDA-regulated test articles in which the results will be submitted
to the FDA or held for inspection by the FDA constitute “research” under this definition.

Regulatory Guidance Definitions
Applicable clinical trial that must be registered
All clinical trials of devices, drugs and biologics (except for preliminary, early Phase 1 or feasibility trials)
which are subject to FDA regulations must be registered in ClinicalTrials.gov. (http://prsinfo.clinicaltrials.gov)
Applicable clinical trials that must be registered are: 1) controlled clinical investigations of drugs and biologics,
other than Phase 1 investigations, of a product subject to FDA regulation; and 2) controlled trials of devices
with health outcomes of devices subject to FDA regulation, other than small feasibility studies, and pediatric
post market surveillance. NIH Guidance: http://grants.nih.gov/grants/guide/notice-files/NOT-OD-08-014.html.
Trial requiring registration for publication
Does the study meet the definition* of a ‘clinical trial’, that according to the International Committee of
Medical Journal Editors, requires registration in a public trials registry as a condition of consideration for
publication? (Details of the ICMJE requirement are described at the ICMJE website at http://www.icmje.org.)
*A clinical trial that requires registration is any research project that prospectively assigns human subjects to
intervention and comparison groups to study the cause-and-effect relationship between a medical intervention and a
health outcome. A trial must have at least one prospectively assigned concurrent control or comparison group in
order to trigger the requirement for registration.
IRB Review Criteria Orig. 5/29/02 Rev. 10/10/2012

Page 9 of 10

Additional Committee and Departmental Reviews
When applicable the IRB relies on these committees and offices for additional reviews and/or
information.
Advertisements

The HSPO coordinates with Marketing and Communications ensure materials meet
IRB and institutional policies before final IRB approval is granted.

Institutional Biosafety
Committee (IBC)

The IBC review and IBC# are required if the research involves use of human
biological specimens, biological toxins, carcinogens, infectious agents,
recombinant viruses or DNA, or gene therapy.

Collaborative or
international research

For collaborative research, domestic or international, other assurances or
cooperative agreements may be required for the sites involved.

Conflict of Interest
Review Committee
(CIRC)

If any key research personnel, their spouses or dependent children, have a
financial or business interest or intellectual property interest, CIRC review is
needed before final approval is issued.

FDA-regulated research

If the research involves an Investigational New Drug (IND) or Investigational
Device Exemption (IDE, the IND/IDE # is required. (For devices without an IDE
specific determinations are needed.)

Human Use of
Radioisotopes
Committee (HUIC)

HUIC review is required if the study involves radiation administered specifically for
the research. The HUIC completes the Radiation Review Form outlining radiation
risks and consent language.

Industry-sponsored
research contract
review

The HSPO will coordinate with the Research Affairs Office to ensure that subject
injury language in the consent form agrees with the contract before final IRB
approval is granted.

Scientific review
committees

The IRB must receive reviews from applicable departments or committees, or from
the Penn State Hershey Cancer Institute Scientific Review Committee for cancer
related research.

Use of HumanTissue or
Pathologic Specimens

Protocols involving the collection of tissue or use of pathologic specimens must
receive Anatomic Pathology approval and include a completed Use of Human
Tissue for Research Form.

The following resources are available to investigators, but are not IRB requirements.
Research Quality
Assurance (RQA) Office

The RQA office assists investigators with various research administration and
compliance issues, including IND/IDE reporting, investigator initiated trial
requirements, and clinical trials registration.

Clinical Trials Office
(CTO)

The CTO is provides protocol and financial feasibility/preparation and research
coordination for clinical trials.

Clinical Research
Center (CRC)

The CRC is available to provide research infrastructure for investigators who
conduct human subject research.
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