Children’s Hospital Medical Center
of Akron
Institutional Review Board
Policy & Procedure Manual

Revisions to incorporate 2018 requirements for 45 CFR 46 subpart A; approved at the
convened meeting on January 22, 2019

POLICY & PROCEDURES OF THE CHMCA IRB
Table of Contents
Introduction ……………………………………………………………………….………………………..3
I.

Authority for the IRB ......................................................................................................................... 5

II.

Purpose and Governing Principles .................................................................................................. 5

III.

IRB and the Use of Drugs and Devices (table) ............................................................................. 5-6

IV.

Determination of Whether an Activity is Human Subject Research & Chart ................................ 6-7

V.

Authority of the IRB .......................................................................................................................... 8

VI.

Relationships of the IRB................................................................................................................... 8

VII.

Membership of the IRB ............................................................................................................... 8-10

VIII.

Functions of the IRB....................................................................................................................... 10

IX.

Operation of the IRB ................................................................................................................. 10-12

X.

Initial Review of Research ........................................................................................................ 12-16

XI.

Experimental Use of Drugs, Device and Biologic Agents ......................................................... 16-20

XII.

Informed Consent/Assent, Including Waiver of Consent/Assent .............................................. 20-32

XIII.

Research in Subjects Requiring Additional Protections............................................................ 32-35

XIV.

Expedited and Full Board Reviews ........................................................................................... 35-43

XV.

Continuing Review .................................................................................................................... 43-46

XVI.

Review of Changes in Ongoing Research Projects .................................................................. 46-47

XVII.

Review and Reporting Unanticipated Problems ....................................................................... 47-52

XVIII.

IRB Policy for Emergency Use of Medical Devices, Drugs and Biologic .................................. 53-54
Materials and in Emergency Situations

XIX.

IRB Review of Humanitarian Device Exemptions (HDE) .......................................................... 55-56

XX.

IRB Evaluation of Evidence-Based Practice Projects .................................................................... 57

XXI.

IRB Collaboration with Other IRBs............................................................................................ 58-59

XXII.

Reporting Protocol Deviations to IRB ....................................................................................... 59-60

XXIII.

IRB Review of Clinical Trial Websites ............................................................................................ 61
The Belmont Report .................................................................................................................. 62-71

2

INTRODUCTION
Children’s Hospital Medical Center of Akron (CHMCA) has entered into an agreement
with the Office of Human Research Protection (OHRP), to operate under a “Federalwide
Assurance” for the protection of human subjects.
What we have agreed to do:
1.

All human research at CHMCA will be guided by the ethical principles and guidelines of
the Belmont Report (see page 55).

2.

The CHMCA Institutional Review Board (IRB) will provide review and oversight of any
human subject research involving the institution, its patients or its employees, regardless
of where the research is performed. This review and oversight will be conducted according
to federal regulations (Common Rule 45 CFR 46 and FDA regulations, when applicable).

3.

Except for specifically exempted or waived studies under federal regulations, the IRB will
prospectively review, approve and subject to continued monitoring, any human subject
research. The IRB will have the authority to approve, require modifications to, or
disapprove any human subject research.

4.

Except for specifically waived or exempted studies the IRB will require a written informed
consent in language understandable to the subject/subject’s legal representative which
contains:
A.
B.
C.
D.
E.
F.
G.

5.

The IRB will have written procedures for:
A.
B.
C.
D.
E.

6.

identification of the research (purpose, duration, procedure, what is experimental).
reasonably foreseeable risks and discomforts.
reasonably expected benefits to subject and others.
alternative procedures and treatments.
how confidentiality is to be maintained.
whether compensation or medical care are available for injury.
whom to contact for questions about research and participants rights.

whether proposed activities qualify for exemption or waiver.
conducting IRB initial and continuing review, approving research and reporting IRB
findings to the investigator and institution.
determining which projects need verification from other sources than the investigator,
and which need to be reviewed more than annually.
ensure that changes are reported promptly and not instituted until approved.
ensure prompt reporting of unanticipated risks, noncompliance, or suspension or
termination.

The institutional official, IRB chairperson and IRB Coordinator must complete the OHRP
educational approved modules. All staff and members of the IRB will complete relevant
training before reviewing human subject research. Investigators must complete
appropriate training before conducting human subject research. The institution and IRB
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will provide educational and oversight mechanism and documentation that the above has
been done.
7.

The institution is responsible for ensuring that all institution staff and investigators
collaborating in human subject research operate under an appropriate assurance.

8.

The institution will provide IRB with appropriate support.

9.

The assurance must be renewed every 36 months.
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Children’s Hospital Medical Center of Akron
Institutional Review Board
Policies and Procedures
I.

AUTHORITY FOR THE IRB
1.

The Institutional Review Board (IRB) is a committee of the Board of Trustees
established under the agreement of Children’s Hospital Medical Center of Akron
(CHMCA) to perform all human subject research under a Federal-Wide
Assurance (FWA).

2.

The Board of Trustees, in consultation with CHMCA Hospital Administration,
appoints an Institutional Official who is an officer of the CHMCA Corporation, has
completed OHRP mandated training and is the signatory official of the CHMCA
FWA. The Institutional official is the individual who:
A.
B.
C.
D.

II.

PURPOSE AND GOVERNING PRINCIPLES
1.

III.

Conveys minutes and policies and procedures to the Board for their
review and oversight.
Oversees the appointment of the IRB Chair and voting members of the
Board.
Receives and reviews concerns or complaints about IRB function.
Assures appropriate institutional support of IRB activities.

The IRB of CHMCA is constituted to provide initial and continuing review and
approval for all research involving human subjects conducted at CHMCA or by or
under the direction of any employee, agent or member of the medical staff of
CHMCA in connection with his or her institutional responsibilities. It is
responsible for protecting the rights, safety and welfare of human subjects in
research as set forth in the Ethical Principles and Guidelines for the Protection of
Human Subjects in Research (Belmont Report), the Code of Federal Regulations
(45 CFR 46 and 21 CFR 50 and 56), and the Health Insurance Portability and
Accountability Act (HIPAA). It also assures compliance with federal, state and
local laws as they may relate to the participation of human subjects in research.
The IRB has the authority to approve, require modifications to, or disapprove any
human subject research, and is responsible for reporting unexpected serious
research-related concerns to the appropriate authorities.

THE IRB AND USE OF DRUGS AND DEVICES
1.

There are several ways that Drugs and Devices can be used on human subjects.
Some ways include Drugs and Devices cleared by the FDA for prescription use
in which the IRB has no role. Drugs and Devices that are not cleared by the FDA
may be used in classic investigation (human research) studies in which the IRB
plays a major role. There are several other types of Drug and Device use where
the IRB may play a modified role or none at all. These uses and the IRB role are
summarized in the following chart.
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FDA approved
prescription
product

IND or IDE study

Emergency IND

Expanded access
protocol

Humanitarian
exemption device or
drug

Emergency
use
authorization

Access

By prescription

Clinical trial protocol

Single patient, lifethreatening
condition

Treatment IND or
Open label protocol

Rare disease covered
by HED protocol

According to
FDA letter of
authorization

Use

According to
labeling and/or
practice of
medicine

According to
parameters of clinical
trial

Limited to single
instance

Access for serious
disease or
Ongoing use

Marketed device for
specific condition

According to
FDA letter of
authorization

Efficacy and
Safety

Substantial
evidence based
on clinical trials

No evidence of
efficacy, at least
animal safety data

Reasonable belief
based on scientific
evidence

Appears effective and
safe, in process or
approval

Probable benefit and
safety, no assurance

Reasonable
belief based on
trials or other
evidence

Safety
Reporting

Voluntary via
MedWatch

Mandatory to FDA
and IRB

Mandatory to FDA
and IRB

Mandatory to FDA
and IRB

Mandatory to FDA and
IRB

According to
authorization,
often required

Informed
Consent

No

Yes

Yes

Yes

Yes

No

IRB Approval

No

Yes

Exempt, report
within 5 days to
IRB

Yes
FDA rarely waives

Yes

No

IV.

DETERMINATION OF WHETHER AN ACTIVITY IS HUMAN SUBJECT RESEARCH
1.

The determination as to whether an activity constitutes human subjects research
is made by the IRB Chair or designee.

2.

Definitions used to determine what constitutes human subject research:
Research is a systematic investigation, including research development, testing
and evaluation, designed to develop or contribute to generalizable knowledge.
Human subject is a living individual about whom an investigator conducting
research obtains either [1] data through intervention or interaction with the
individual or [2] identifiable private information by review of documents or
records.

3. The following activities are deemed by OHRP not to be research:
A. Scholarly and journalistic activities
B. Public health surveillance activities conducted, supported, requested,
ordered, required, or authorized by a public health authority
C. Collection and analysis of information, biospecimens or records by or for a
criminal justice agency.
6

D. Authorized operational activities in support of intelligence, homeland security,
defense, or other national security missions
4.

The following OHRP developed decision chart is used to determine if an activity
is human subject research:
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V.

AUTHORITY OF THE IRB
1.

The IRB operates in accordance with duties and responsibilities defined in 45
CFR 46 and 21 CFR 56.

2.

The IRB has the authority to review all proposed human subject research at
CHMCA or performed by CHMCA personnel under CHMCA direction.
A.
B.
C.
D.
E.

VI.

VII.

It has the authority to determine what studies are exempt from IRB
oversight.
It has the authority to disapprove, request modifications to or approve
studies based on its governing principles initially and on an ongoing
basis.
It has the authority to require progress reports from investigators and
oversee the conduct of the study.
It has the authority to suspend or terminate a study if concerns are raised
and to report such a suspension to the proper (supervising) authorities.
It has the authority to place restrictions on a study.

RELATIONSHIPS OF THE IRB
1.

All IRB actions are documented in minutes which are conveyed via the IRB
Coordinator to CHMCA Administration and Board.

2.

Approval by the IRB does not mandate that a study will be done. Departmental
Chairs control what approved research is done in their departments. Chairs are
asked to endorse research proposals at the time of submission.

3.

The IRB communicates all actions in writing to investigators. It provides them
with requirements for submission of protocols, amendments, continuing review
and reportable events.

4.

The IRB may enter into Authorization Agreements with outside IRBs for the
collaborative oversight of shared research or may rely on a central IRB for
oversight as described in detail later in this document.

5.

The IRB maintains current registration with OHRP and the FDA.

MEMBERSHIP OF THE IRB
1.

The CHMCA IRB has a Chair as specified in the FWA who has completed
mandated OHRP training. The Chair is a member of the CHMCA staff and is
responsible for initial review of any materials submitted to the IRB, and presiding
at convened IRB meetings. If needed the Chair may delegate the above duties
to an IRB voting member. The Chair is a voting member of the IRB but abstains
from voting unless the committee’s vote has ended in a tie. The Chair would then
cast the deciding vote.

2.

The CHMCA IRB has one or more Vice-Chairs who may perform expedited
reviews and may preside over the convened IRB in the Chair’s absence. A Vice8

Chair is a voting member of the IRB. When presiding over a convened meeting,
the Vice-Chair shall abstain from voting, except in the event of a tie vote.
3.

The CHMCA IRB has an IRB Coordinator (IRBC) as specified in the FWA who
has completed mandated OHRP training. The IRBC is the contact person for
investigators and regulatory agencies. The IRBC addresses questions
concerning human subject research, provides materials, education and guidance
to investigators and Board members, provides initial pre-review of materials
submitted, and may perform other reviews as designated by the IRB Chair. The
IRBC may request changes or additional information as necessary for regulatory
compliance prior to Board review. The IRBC is responsible for determining the
level of review required for submissions, as well as development of meeting
agendas and materials to be distributed, recording the minutes of Board
proceedings, and documenting the Board’s decisions. The IRBC maintains IRB
records and files and maintains the IRB Roster and Assurance. The IRBC is a
voting member of the Board.

4.

The IRB at CHMCA is a federally registered IRB and as such has a composition
that meets federal regulations described in 21 CFR 56.107 which briefly stated
are:

At least 5 voting members
•
Diversity of membership, no IRB can consist entirely of one
gender or entirely of one profession
•
At least one member will have primary expertise in scientific areas
and at least one member primary concerns in nonscientific areas.
(Note: FDA believes nonscientists are individuals who have little
or no medical/scientific knowledge. Nurses, pharmacists and
other biomedical professionals therefore are not nonscientists.
Classically lawyers, clergy and ethicists qualified for this role).
•
At least one member will have no affiliation with the institution
•
Members of the IRB will have sufficient knowledge and expertise
to evaluate studies submitted.
•
No IRB member may be involved in evaluation of a study with
which a conflict of interest exists.
•
One member can satisfy more than one requirement.

In practice, the IRB consists of several voting members chosen to comply with the above
regulations and provide appropriate expertise. Voting members are asked to attend all
meetings and have a vote. Other individuals who provide specialized expertise, may be
invited to attend and assist the IRB but do not vote. A limited number of alternate
members may be listed on the IRB roster. These individuals are appointed in advance,
possess the same area of expertise as a voting member, receive the same materials as
the voting member, and may substitute for that voting member if the voting member
cannot attend.
5.

The CHMCA IRB functions are managed through an online, electronic
processing system that is secure, password protected, and is compliant with 21
CFR part 11.

6.

CHMCA is committed to assuring members of the IRB have appropriate training
to perform their function. New IRB members will be provided with a copy of the
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CHMCA assurance and a copy of the IRB policy and procedures which they will
document that they have reviewed prior to participating in IRB activities. The IRB
will require education activities (e.g. on-line human subject protection courses
and federal guidance material) for IRB members, which will be documented in
their user profile within the electronic IRB management system, and will perform
an annual policy and procedure review.

VIII.

7.

The Chair, IRBC and voting members are evaluated on a yearly basis by the
Institutional Official via member reports that are generated from the electronic
IRB management system. Performance, attendance and any concerns about
objectivity are reviewed by the Institutional Official.

8.

IRB members are non-paid volunteers. They are indemnified by CHMCA in
association with IRB functions. If the member or Chair perceives any conflict of
interest they will not participate in approval of the study in question. Investigators
are not allowed to deliberate upon approval or vote on studies in which they are
involved.

FUNCTIONS OF THE IRB
1.

The IRB will conduct initial review of all human subject research (Initial Review of
Research) including determining which studies require review more than
annually.

2.

The IRB will conduct continuing review of all human subject research (see
section Continuing Review of Research).

3.

The IRB will be notified of any need to amend a research study (see Review of
Changes in Ongoing Research) and will review and act on the amendment. The
IRB prohibits initiating changes in ongoing research prior to IRB review and
approval except in emergent situations which is associated with an immediate
suspension in further enrollment.

4.

The IRB will require prompt reporting of unanticipated problems (see Review and
Reporting of Unanticipated Problems) and will ensure report of such to
appropriate institutional officials, sponsors, agencies and the FDA as appropriate.

5.

The IRB will report to institutional officials, agencies and the FDA as appropriate
the following:
A.
B.

IX.

Serious or continuing noncompliance with 45 CFR 46, 21 CFR 50 or 56 or
IRB requirements.
Suspension or termination by the IRB of study approval.

OPERATION OF THE IRB
1.

The IRB shall meet at least quarterly and publish a list of scheduled meetings on
a yearly basis.

2.

The IRB shall prepare and maintain adequate documentation of its activities
including:
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A.

Written procedures, a membership roster with designations, and copies of
human subject training certificates of designated individuals.

B.

Minutes of meetings in sufficient detail to show voting members and
others present, actions taken, and the vote on these actions including a
tally of members voting for, against, and abstaining.
If a member in attendance has a conflicting interest regarding any project,
minutes shall document that the member did not participate in the review
except to provide information, and did not vote.

C.

Copies of all research protocols and investigator brochures, when
available, reviewed. Certificates of training for investigators as required
by regulation and CHMCA policy. Completed applications, copies of
primary protocol review and consent review forms, and copies of informed
consents and assents approved.

D.

Records of all continuing review documents and review forms and
actions, including amendments to protocols, consents or assents and
reportable adverse and/or unanticipated problems.

E.

Copies of all correspondence of the IRB.

F.

Copies of significant new findings provided to subjects.

G.

Copies of any proposed recruitment or advertising materials provided to
potential subjects and documentation of IRB action concerning them.

H.

Written notification to investigators and the Institutional Official of the IRB
decision to approve or disapprove proposed research.

I.

All records shall be maintained in an area accessible to review for three
years following the termination of the last IRB approval. All records will
be maintained for six years or as required by regulation.

3. A web-based computer software program will be used for submission processing
and IRB review. It will also serve as the official study record. Ongoing studies
approved prior to implementation of the software will be registered into the
electronic system at the time of their next continuing review. Existing paper
records will be retained as above.
4. The IRB will maintain an area on the CHMCA website where policies, procedures
and instructional materials may be accessed by researchers.
5. All IRB reviews (except exempt and expedited reviews) must be conducted at a
convened meeting at which a majority (50% + 1) of voting members is present (at
least one in a non-scientific area). This is a quorum. Approval of new studies,
amendments, continuation of research and other items is by majority vote of the
quorum. No proxy voting is allowed. If a quorum fails during a meeting, no
further votes may be taken until a quorum is restored. A non-affiliated member
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does not need to be present to make a quorum. CHMCA believes their presence
is important and will appoint members who will commit to attend most if not all
meetings. A member is considered present and may vote via teleconference if
they have a copy of all documents to be reviewed at the meeting.

X.

INITIAL REVIEW OF RESEARCH
Investigators are required to submit an Integrated Planning Form (IPF) for research
to the Research Cabinet for review prior to submitting research to the IRB. The
Research Cabinet is responsible for ensuring that all necessary operational
requirements are addressed and that the study may feasibly be conducted from an
institutional standpoint. Upon review of the IPF, the Cabinet will inform
investigators when they may proceed for IRB review. The IPF and instructions can
be found on the Forms page on mykidsnet.
Prior to using the online IRB submission software (IRBNet), investigators must
complete the Taleo training module.
All research initially submitted to the IRB will be reviewed using the following criteria:
(Note: these are stated in 45 CFR 46.111 and 21 CFR 56.111).
A.
B.
C.
D.
E.
F.
G.
H.

Is the research well designed and likely to answer the question it seeks to evaluate?
Have the risks been minimized?
Is the risk to benefit ratio appropriate?
Has the selection of subjects been equitable; are exclusion and inclusion criteria
valid and appropriate?
Is there an appropriate informed consent document and is that consent obtained
under appropriate conditions? Is there an appropriate assent document if indicated?
Is there appropriate data and safety monitoring?
Are there adequate provisions to protect privacy and assure confidentiality?
If vulnerable subjects are included are appropriate additional safeguards utilized?
1.

The investigator must provide evidence of appropriate human research
training. At minimum a certificate of completion of the CITI basic course for
human subject protection and good clinical practice module must be uploaded
to the user’s profile in IRBNet. A signed, dated copy of the investigator’s CV
must also be uploaded.

2.

The investigator must complete a research proposal application and any
additional documents as appropriate for the research study. These can be
found in the forms and templates tab in IRBNet. The project must be shared
with the Regulatory Document Specialists, who will ensure that all items are in
order and all necessary electronic signatures have been obtained prior to
submission of the package to the IRB.

3.

The investigator must provide evidence that conflict of interest training has
been completed and a current financial declaration is uploaded to the user
profile in IRBNet.
12

4.

The investigator must provide a complete protocol to the IRB (a protocol
template is available in the forms and templates tab on IRBNet). The design of
the study must be adequate to the study’s purpose. It is unlikely that a poorly
designed study will generate knowledge of sufficient importance to outweigh
risks to subjects. The submitted protocol should include:

Purpose: This shall be a statement of what the investigator seeks to learn from the study
and can be stated as a hypothesis.
Knowledge to be Gained: The importance of the knowledge to be gained from the study
must be stated.
Potential Risks: The magnitude of potential risks and discomforts to the subjects,
including controls, must be stated. As the degree of risk increases, greater care must be
taken to minimize its occurrence. The criteria for exclusion from the study population, the
methods of monitoring, the criteria for mandatory termination, and the methods of dealing
with adverse reactions must all be stated.
Potential Benefits: Many studies create no benefits for the subjects. If no benefits for
subjects are asserted, a statement as to potential benefits for certain groups or adding to
the body of scientific knowledge shall be included. If benefits for subjects are asserted,
they must be adequately supported before the IRB can consider them in its evaluation.
Background and Prior Experimental Findings: This shall describe past experimental
and/or clinical findings leading to the formulation of the particular study being proposed.
The IRB will evaluate prior experimental and clinical studies in order to determine the
necessity and timeliness of using human subjects.
If the study involves significant risk for subjects, the IRB will determine whether lower risk
prior human studies would enable the investigator to limit the risks of the proposed study.
The IRB will consider the results of prior similar studies in deciding whether the additional
information outweighs the risks of involving an additional subject population.
Type and Number of Experimental Subjects and Contacts: This would include both an
estimate of the number of subjects and controls who will be involved, as well as a
statement describing the population from which they will be derived (for example,
inpatients, outpatients with a specific disease, researchers, students, etc.)
If the population includes special groups such as the children, or groups whose ability to
give consent may be in question, the reasons for using such subjects must be included
and well-defined. If such subjects are included, description of additional safeguards must
be included as discussed below.
If subjects or controls are to be paid or otherwise compensated for their participation, the
amount and conditions of such compensation shall be spelled out in the protocol and the
consent form in order for the IRB to make a determination as to whether such
compensation is coercive or has any other inappropriate result. Compensation is not
considered to be a benefit.
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Selection of Subjects: All subjects that may benefit from a study within the confines of
the problem to be addressed should at least be made aware of the study. Selection must
be fair and unbiased. CHMCA does not seek to perform research specifically directed at
prisoners. If an individual on a study is incarcerated, unless the study offers significant
benefit, the individual’s participation will be terminated. In the rare case where
continuation of participation is of significant benefit to the individual, continuation of
participation under 45 CFR 46 subpart C can be pursued.
Location of Study: The protocol must specify where the contact with the subjects will
occur. If it is a field study, the community in which the study is to be conducted shall be
named. If another institution will be involved, its name shall be given and the type of
interaction with that institution should be discussed. An agreement must be executed with
that institution for the research activity. A statement of IRB approval from that institution or
execution of a cooperative agreement as noted below if required should be included.
Probable Duration: An estimate of the duration of the entire study shall be given.
Description of the Study Methodology: A detailed description of the study methodology
must be included in the protocol. The effects of the experimental procedure on the
subjects shall be described in keeping with Federal Guidelines. The length of time that
various procedures will take and the frequency with which they will be repeated shall also
be specified. If an interview or questionnaire is utilized in the study, a copy of the interview
outline or questionnaire must be appended to the protocol. In the case of venipuncture,
the amounts of blood and frequency of the procedure must be specified. There must be a
detailed description of the planned analysis of the data/observations collected including a
description of statistical methods.
IRB Review of Study Safety Monitoring
To determine if risks to subjects are minimized by using procedures which are consistent
with sound research design (45 CFR 46.11/21 CFR 56.111) and meet the requirements of
its Federal Wide Assurance the IRB should appropriately request information about trial
safety monitoring and inquire whether an appropriate safety monitoring board has been
established and if so how it will function. All clinical trials require a data safety monitoring
plan, but not all require a data safety monitoring board.
To be consistent with federal guidelines the IRB will require any phase III randomized
clinical trial (with the exception of low-risk behavioral and nutritional studies) to have a
data safety monitoring board which at minimum is responsible for reviewing: 1] interim
analysis of outcome data and toxicity data summaries to determine if the trial may
continue, may continue with modification or should be stopped; 2] reviews reports of
related trials to determine if there is any data that would affect the current trial; and 3]
approves proposed modification of the trial for scientific or safety reasons. The IRB will
request the charter of any data safety monitoring board.
For other trials the IRB will consider whether it feels a data safety monitoring board is
needed or alternate safety monitoring is appropriate. Factors that might lead the IRB to
require a data safety monitoring board may include: 1] the study end point is such that
an interim analysis might ethically require termination; 2] there are priori reasons for a
specific safety concern that needs to be monitored; 3] the study is performed in a fragile
population; or 4] the study is large, of long duration and multicenter.
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In cases where the IRB does not require a data safety monitoring board, a safety
monitoring plan must be in place that addresses the following safety concerns:







There is an appropriate study safety monitor who is free of conflict of interest
(appropriately independent).
The monitor has mechanisms to review subjects shortly after study entry to
assure that they meet the inclusion/exclusion criteria defined in the protocol and
assure removal of inappropriate subjects.
There are defined monitoring procedures which include analysis of any severe
unanticipated events and analysis to determine if anticipated severe events are
occurring at an excessive frequency and the results of this monitoring are
conveyed to the sponsors, investigators, IRBs and appropriate governmental
agencies in a clear manner and in context (not just pass on reports of SAE and
SE), in a timely manner. This monitoring must be performed in real time and
should be formally reported.
There are appropriate stopping rules and plans for interim analysis to allow
application of these rules.
Any proposed changes to the protocol have been reviewed by and are
acceptable to the monitor (prior to the submission to IRBs for approval).

Information that must be provided for Review of Safety Monitor for Studies without Data Safety
Monitoring Boards:










Who is the designated safety monitor?
What relationship does the monitor have to the study sponsor?
Is the monitor able to independently act to recommend changes and stopping of the
trial?
Does the monitor perform review of subjects to assure they meet inclusion/exclusion
criteria prior to application of research interventions?
Is there a well-defined monitoring of reported severe unexpected events and severe
expected adverse events frequency such that they are appropriately reported to
sponsors, federal agencies, investigators and IRBs?
Are reports of adverse events provided with analysis and context?
Are there appropriate stopping rules with interim analyses at appropriate frequencies
to allow for stopping or modifying the study in a prompt manner? Please specify.
Does the monitor review and approve any proposed changes to assure they are
consistent with optimal safety of the study?

Procedures to Maintain Confidentiality: Procedures for maintaining confidentiality of
the data and the identity of the subjects and controls must be set forth and will be
examined for adequacy by the IRB. Maintenance of strict confidentiality is essential to the
protection of the subject’s right to privacy. The degree of protection offered by the study
protocol shall influence the Institutional Review Board’s assessment of risk.
CHMCA has a specific policy on “HIPAA” - Use and Disclosures for Research Purposes
and Waivers. It provides definitions and policy guidelines with which investigators must
comply. CHMCA has also developed a standard format for a disclosure of privacy policies
and research and a standard authorization for release of medical information for research
15

which MUST be used for studies at CHMCA. Copies of these forms completed for the
study under review must be provided to the IRB at the time of initial review. These forms
are available in forms and templates on IRBNet.
5. If an investigator’s brochure is available it must be provided. Whenever there is
an update or changed brochure this should be forwarded to the IRB.
6. If there are recruitment materials and/or advertising these must be provided. The
IRB does not allow recruitment materials to contain materials that are part of the
informed consent process. The IRB uses FDA guidance that limits recruitment
materials to the public to contain only:
a.
b.
c.
d.
e.
f.

name and address of investigator/facility
condition under study and purpose of research
summary of criteria for eligibility
brief list of what is provided
time commitment
location of research and who to contact

Any confidential information gathered during “screening” must be detailed to the IRB
and its handling approved by the IRB. Any “screening” test done solely for the
purpose of determining eligibility should be done only after informed consent is
given.
XI.

EXPERIMENTAL USE OF DRUGS, DEVICE AND BIOLOGIC AGENTS
When research involves an experimental drug, device or biologic an IND or IDE
authorization may be required from the FDA. The following requirements apply.
A.

Investigational Drugs and Biologics

The Food Drug & Cosmetic Act exempts from its adulteration and misbranding prohibitions
research on new drugs, as well as “investigational use” of approved drugs, when the
research or investigation is conducted in compliance with the FD&C Act and applicable
FDA regulations. Physicians may prescribe approved and lawfully marketed drug “offlabel” for clinical purposes without an IND.
Human Research on new drugs and biologics may proceed only under an IND.
Investigational use of approved, lawfully marketed drugs generally requires an IND unless
all of the following conditions are met:





It is not intended to be reported to the FDA in support of a new indication for use or
to support any other significant change in the labeling for the drug;
It is not intended to support a significant change in the advertising for the product;
It does not involve a route of administration or dosage level, use in a subject
population, or other factor that significantly increases the risks (or decreases the
acceptability of the risks) associated with the use of the drug product;
It is conducted in compliance with FDA requirements for IRB review (see 21 CFR
part 56) and informed consent (see 21 CFR part 50) respectively;
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It is conducted in compliance with FDA requirements concerning the promotion and
sale of drugs (see CFR § 312.7); and
It does not intend to proceed under an exception to FDA’s informed consent
requirements for emergency research.

The following types of clinical investigations are also exempt from the IND requirement:




B.

Those involving certain in vitro diagnostic biological products (blood grouping serum,
reagent red blood cells, and anti-human globulin) if: (i) the products are intended to
be used in diagnostic procedures that confirm a diagnosis made by another,
medically established, diagnostic product or procedure; and (ii) the products are
shipped according to specific FDA requirements (see CFR § 312.60);
Those involving drugs intended solely for tests in vitro are exempt if shipped
according to those same requirements; and
Those involving use of a placebo, if they do not otherwise require submission of an
IND.
Medical Devices

An investigational device is a medical device that is the subject of a clinical study designed
to evaluate the effectiveness or safety of the device (or both), or a clinical evaluation of
certain modifications or new intended uses of a legally marketed device. All clinical
studies or evaluations of investigational devices, unless exempt according to the FDA
rules, must have an approved IDE before they begin. If the study involves a nonsignificant risk device, the IDE must be approved by an IRB. If it involves a significant risk
device, the FDA also must approve it.
Additional guidance regarding IDE requirements is available at
http:/www.fda.gov/cdrh/devadice/ide/index.html.
Clinical investigations of medical devices must comply with FDA regulations (21 CFR 50
and 56). A sponsor that wishes to study a new device makes the initial decision whether
the device imparts a significant risk (SR) to the study subjects. If the devices impart a SR
then the sponsor must obtain an Investigational Device Exemption (IDE) from the FDA. If
the sponsor believes that the device does not impart a significant risk (NSR) then IRB
approval of the study as an NSR device study can be sought. If the IRB agrees that the
study is an NSR device study, no submission or review by FDA is necessary before
starting the studies in humans. If the IRB considers the study to be SR, the sponsor must
obtain an IDE from FDA before proceeding with clinical studies.
CHMCA IRB will determine for any study involving experimental use of a device whether
the device is already FDA approved, the device already has an IDE, or the sponsor is
taking the position that the device is NSR. If the sponsor takes the position that the device
is NSR they must provide CHMCA IRB with their risk assessment and rationale for this
position and the CHMCA must determine if it agrees with that determination prior to further
evaluation of the study.
The risk determination should be based on the proposed use of the device in the
investigation; the IRB must consider the nature of the harm that might result from the use
of the device. Studies which must be considered SR include if the use of the device could
cause potential harm which:
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1.
2.
3.
4.

Might be life threatening
Might result in permanent impairment of a body function
Might result in permanent damage to a body part
Could necessitate medical or surgical intervention to preclude permanent
damage to a body function or structure

Also if the subject must undergo a procedure as part of the study to evaluate the device,
the potential harm associated with that procedure must also be evaluated by the above
criteria in determining SR vs. NSR.
If CHMCA IRB decides that the study is SR it will notify the sponsor of the SR
determination and only proceed to review the study after the IDE is obtained by the
sponsor (or the FDA determines the study is NSR after its evaluation and this is
communicated to the IRB).
If CHMCA IRB decides that the study is NSR then it proceeds to review the study under 21
CFR 56 and if the study is approved, it directs the sponsor and investigator to comply with
the abbreviated IDE requirements (21 CFR 812.2b) in addition to the IRB regulations and
consent and assent requirements (21 CFR 50 and 56) as stated elsewhere in these
policies.
C.

Device Studies Exempt from IDE Requirements

In vitro diagnostic device studies are exempt from IDE requirements if: (i) the testing is
non-invasive; (ii) the study does not require invasive sampling presenting significant risk,
(iii) energy is not introduced into a subject; (iv) the information gained from the study is not
used as a diagnostic procedure without confirmation of the diagnosis by another, medically
established diagnostic device or procedure; (v) a device undergoing consumer testing,
testing of a modification, or testing of a combination of two or more devices in commercial
distribution, if the testing is not for the purpose of determining safety or effectiveness and
does not put subjects at risk; and (vi) a custom device as defined in 21 CFR part 812.3
(b), unless the device is being used to determine safety or effectiveness for commercial
distribution. In vitro diagnostic devices exempt from IDE requirements still must comply
with the other related requirements including:

Following good scientific practice;

Complying with applicable informed consent and IRB oversight requirements;

Labeling, including a statement as applicable: “For Research Use Only. Not for Use
in Diagnostic Procedures” or “For Investigational Use Only. The performance
characteristics of this product have not been established;”

Conducting inspections;

Ensuring adherence to investigational protocols; and making pertinent reports and
keeping necessary records.
D.

For additional information on whether or not an IND or IDE is required in a specific
situation, contact:
For DRUG PRODUCTS contact:
Drug Information Branch (HFD-210)
Center for Drug Evaluation and Research
Food and Drug Administration
5600 Fishers Lane
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Rockville, Maryland 20857
301-827-4573
For a BIOLOGICAL BLOOD product, contact:
Office of Blood Research and Review (HFM-300)
Center for Biologic Evaluation and Research
Food and Drug Administration
1401 Rockville Pike
Rockville, Maryland 20852
301-827-0648
For a BIOLOGICAL VACCINE product, contact:
Office of Vaccines Research and Review (HFM-400)
Food and Drug Administration
8800 Rockville Pike
Bethesda, Maryland 20892-0001
301-827-0648
For a BIOLOGICAL THERAPEUTIC product, contact:
Office of Therapeutics Research and Review (HFM-500)
Food and Drug Administration
1451 Rockville Pike
Rockville, Maryland 20852-1420
301-594-2860
For a MEDICAL Device product, contact:
Program Operations Staff (HFZ-403)
Office of Device Evaluation
Center for Devices and Radiological Health
Food and Drug Administration
9200 Corporate Blvd.
Rockville, Maryland 20850
301-594-1190
Charging for Investigational Medical Devices and Radiological Health Products
The Investigational Device Exemption (IDE) regulations allow sponsors to charge for an
investigational device; however, the charge should not exceed an amount necessary to
recover the costs of manufacture, research, development, and handling of the
investigational device [21 CFR 812.7(b)]. A sponsor justifies the proposed charges for the
device in the IDE application, states the amount to be charged, and explains why the
charge does not constitute commercialization [21 CFR 812.20(b)(8)]. FDA generally
allows sponsors to charge investigators for investigational devices, and this cost usually is
passed on to the subjects.
The Investigational New Drug (IND) regulations [21 CFR 312.7(d)] permit a sponsor to
charge for an investigational drug or biologic that has not been approved for marketing,
only under the conditions outlined below. In both a clinical trial and a treatment IND, the
charge should not exceed an amount that is necessary to recover the costs associated
with the manufacture, research, development, and handling of the investigational drug or
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biologic. FDA may withdraw authorization to charge if the Agency finds that the
conditions underlying the authorization are no longer satisfied.
i.

Clinical Trials Under an IND
A sponsor may not charge for an investigational drug or biologic in a clinical
trial under an IND without the Agency’s prior written approval. In requesting
such approval, the sponsor must explain why a charge is necessary, i.e., why
providing the product without charge should not be considered part of the
normal cost of conducting a clinical trial [21 CFR 312.7(d)(1)].

ii.

Treatment Protocol or Treatment IND
A sponsor or investigator may charge for an investigational drug or biologic for
a treatment use under a treatment protocol or treatment IND, as outlined in 21
CFR 312.34 and 312.35, provided: (1) there is adequate enrollment in the
ongoing clinical investigations under the authorized IND; (2) charging does not
constitute commercial marketing of a new drug for which a marketing
application has not been approved; (3) the drug or biologic is not being
commercially promoted or advertised; and (4) the sponsor is actively pursuing
marketing approval with due diligence. FDA must be notified in writing prior to
commencing any such charges. Authorization for charging goes into effect
automatically 30 days after receipt of the information by FDA, unless FDA
notifies the sponsor to the contrary [21 CFR 312.7(d)(2)].

XII. CONSENT AND ASSENT
Before involving human subjects in a research study, the investigator must obtain the
informed consent of the subject or the subject’s legally authorized representative (LAR).
A. Obtaining informed consent is a process, whether a written or oral procedure is used.
The investigator should provide a plan to address the general requirements of
informed consent process:
•

•

The investigator should obtain informed consent under circumstances that
provide the subject or LAR sufficient opportunity to discuss and consider whether
or not to participate in the study and that minimize the possibility of coercion or
undue influence.
Information given to the subject should be in a language understandable to the
subject or LAR.
o If the subject is non-English speaking, a translation must be made by
ACH Language Access Services. In the event that there is insufficient
time to allow for translation of the consent form, a “Short Form” in the
subject’s language may be used along with an interpreter who assists
with the consent process, and signs the consent form and Short Form as
a witness. The subject signs the short form. The Short Form may be used
only once for a given language in a given study; thereafter, a translated
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•

•

•
•

consent form must be used to consent additional subjects who speak that
language.
o Illiterate English speaking subjects may have consent documents read to
them in the presence of an impartial third-party who then must attest to
the process by signing the witness line after the individual makes his/her
“mark”.
The subject must be provided with the information that a reasonable person
would want to have in order to make an informed decision about whether to
participate and an opportunity to discuss that information.
The process should begin with a concise presentation of the key information that
will assist in understanding the reasons why one might want or not want to
participate in a way that facilitates comprehension.
The presentation should not merely provide lists of facts, but facilitate the
subject’s understanding.
The Informed Consent process cannot include exculpatory language in which the
subject is made to waive or appear to waive any legal rights or release the
investigator or institution from liability for negligence.

When a consent form is used, it must be an IRB- stamped copy, a copy must be provided to the
subject to keep and the document must include the basic required elements and
any additional elements as applicable.
B. Basic and additional elements that should be in the informed consent are as follows:
•
•
•
•
•
•
•
•
•
•

•



A statement that the study involves research;
An explanation the purposes of the research;
The expected duration of the subject’s participation;
A description of the procedures to be followed;
Identification of any procedures which are experimental;
A description of any reasonably foreseeable risks or discomforts to the
subject;
A description of any benefits to the subject or to others which may reasonably
be expected from the research;
A disclosure of appropriate alternative procedures or courses of treatment, if
any, that might be advantageous to the subject;
A statement describing the extent, if any, to which confidentiality of records
identifying the subject will be maintained;
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;
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;
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
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subject may discontinue participation at any time without penalty or loss of
benefits, to which the subject is otherwise entitled;
One of the following statements about any research that involves the
collection of identifiable private information or identifiable biospecimens:
o 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 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.

Additional elements, as appropriate















C.

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;
Anticipated circumstances under which the subject’s participation may be
terminated by the investigator without regard to the subject’s, or the legally
authorized representative’s consent;
Any additional costs to the subject that may result from participation in the
research;
The consequences of a subject’s decision to withdraw from the research and
procedures for orderly termination of participation by the subject;
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;
The approximate number of subjects involved in the study;
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 not share
in this commercial profit;
At statement regarding whether clinically relevant research results including
individual research results will be disclosed to subjects, and if so, under what
conditions; and
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).

An investigator may designate one or more individuals with proper qualifications to obtain
informed consent from subjects on his/her behalf. These individuals must be identified in
the activity delegation log.
If an individual other than the Principal Investigator obtains consent, the PI is required to
sign the consent form.
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The individual obtaining consent must ensure that the PI signs the consent form within the
time frame dictated by the sponsor/protocol, but no later than 30 days after the subject’s
signature.
D.

Circumstances where Informed Consent requirements can be altered or waived.
Waiver or alteration of informed consent (Process)
The IRB has the authority to waive the requirement to obtain informed consent for
research or may approve a consent procedure that omits some or alters some or all, of
the elements of informed consent provided the IRB finds that:
a. The research or demonstration project is to be conducted by or subjects to the
approval of state or local government officials and is designed to study, evaluation or
otherwise examine:
i. Public benefit or service programs;
ii. Procedures for obtaining benefits or services under those programs;
iii. Possible changes in methods or levels of payment for benefits or services
under those programs; and
iv. The research could not practicably be carried out without the wiaver or
alteration; or
b. The research involves no more than minimal risk to the subjects;
c. The research could not practicably be carried out without the requested waiver or
alteration;
d. If the research involves using identifiable private information or identifiable
biospecimens, the research could not practicably be carried out without using such
information or biospecimens in an identifiable format;
e. The waiver or alteration will not adversely affect the rights and welfare of the
subjects; and
f. Whenever appropriate, the subjects or LARs will be provided with additional pertinent
information after participation
Waiver of informed consent documentation (Signature)
A. The IRB has authority to waive the requirement to obtain documentation of
informed consent (i.e. a signature) 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 subject or LAR will be
asked whether the subject wants documentation linking the subject with
the research, and the subjects wishes 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.
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If the subjects or LARs are members of a distinct cultural group or
community in which signing forms is not the norm, that the research
presents no more than minimal risk of harm to subjects and provided
there is an appropriate alternative mechanism for documenting that
informed consent was obtained.

B. The IRB may require the investigator to provide subjects with a written statement
regarding the research (an information sheet).
C. The investigator must submit a written consent script to the IRB for approval, and
this script must be followed during the consent process.
Planned research in urgent situations without informed consent at research initiation.
A.

In some acute conditions (e.g. vascular catastrophes, trauma or burns) it may
be necessary to evaluate experimental therapies that must be instituted
promptly in patients who are unable to consent and where an appropriate
authorized representative (e.g. spouse) is not readily available. In these
circumstances, 21 CFR 50.24 specifies the procedures to be followed and are
the basis of CHMCA policies and procedures.

B.

The IRB (with concurrence of its licensed physicians at the convened meeting)
will require evidence of the following:
1.

The human subjects are in a life-threatening situation, available
treatments are unproven or unsatisfactory, and the collection of valid
scientific evidence, which may include evidence obtained through
randomized placebo-controlled investigations, is necessary to determine
the safety and effectiveness of particular interventions.

2.

Obtaining informed consent is not feasible because:

3.

(I)

The subjects will not be able to give their informed consent as a
result of the medical condition;

(ii)

The intervention under investigation must be administered before
consent from the subjects’ legally authorized representatives is
feasible; and

(iii)

There is no reasonable way to identify prospectively the individuals
likely to become eligible for participation in the clinical investigation.

Participation in the research holds out the prospect of direct benefit to the
subjects because:
(I)
(ii)

Subjects are facing a life-threatening situation that necessitates
intervention;
Appropriate animal and other preclinical studies have been
conducted, and the information derived from those studies and
related evidence support the potential for the intervention to provide
a direct benefit to the individual subjects; and
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(iii)

Risks associated with the investigation are reasonable in relation to
what is known about the medical condition of the potential class of
subjects, the risks and benefits of standard therapy, if any, and what
is known about the risks and benefits of the proposed intervention or
activity.

4.

The clinical investigation could not practicably be carried out without the
waiver.

5.

The proposed investigational plan defines the length of the potential
therapeutic window based on scientific evidence, and the investigator has
committed to attempting to contact a legally authorized representative for
each subject within that window of time and, if feasible, to asking the
legally authorized representative contacted for consent within that window
rather than proceeding without consent. The investigator will summarize
efforts made to contact legally authorized representatives and make this
information available to the IRB at the time of continuing review.

6.

The IRB will approve an informed consent procedure and an informed
consent document. These procedures and the informed consent
document are to be used with subjects or their legally authorized
representatives in situations where use of such procedures and
documents is feasible. The IRB has reviewed and approved procedures
and information to be used when providing an opportunity for a family
member to object to a subject’s participation in the clinical investigation.

7.

Additional protections of the rights and welfare of the subjects will be
provided, including, at least:
(I)

Consultation (including, where appropriate, consultation carried out
by the IRB) with representatives of the communities in which the
clinical investigation will be conducted and from which the subjects
will be drawn;

(ii)

Public disclosure to the communities in which the clinical
investigation will be conducted and from which the subjects will be
drawn, prior to initiation of the clinical investigation, of plans for the
investigation and its risks and expected benefits;

(iii)

Public disclosure of sufficient information following completion of the
clinical investigation to apprise the community and researchers of
the study, including the demographic characteristics of the research
population, and its results;

(iv)

Establishment of an independent data monitoring committee to
exercise oversight of the clinical investigation; and

(v)

If obtaining informed consent is not feasible and a legally authorized
representative is not reasonably available, the investigator has
committed, if feasible, to attempting to contact within the therapeutic
window the subject’s family member who is not a legally authorized
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representative, and asking whether he or she objects to the
subject’s participation in the clinical investigation. The investigator
will summarize efforts made to contact family members and make
this information available to the IRB at the time of continuing review.
C.

The IRB requires that procedures are in place to inform, at the earliest feasible
opportunity, each subject, or if the subject remains incapacitated, a legally authorized
representative of the subject, or if such a representative is not reasonably available,
a family member, of the subject’s inclusion in the clinical investigation, the details of
the investigation and other information contained in the informed consent document.
There must be a procedure to inform the subject, or if the subject remains
incapacitated, a legally authorized representative of the subject, or if such a
representative is not reasonably available, a family member, that he or she may
discontinue the subject’s participation at any time without penalty or loss of benefits
to which the subject is otherwise entitled. If a legally authorized representative or
family member is told about the clinical investigation and the subject’s condition
improves, the subject is also to be informed as soon as feasible. If a subject is
entered into a clinical investigation with waived consent and the subject dies before a
legally authorized representative or family member can be contacted, information
about the clinical investigation is to be provided to the subject’s legally authorized
representative or family member, if feasible.

D.

As with all IRB determinations, documentation will be retained for at least 3 years
and be accessible for inspection.

E.

These investigations must be performed under a separate IND or IDE that clearly
identifies such protocols as protocols that may include subjects who are unable to
consent.

F.

If the IRB determines it cannot approve the proposed investigation because it does
not meet criteria for the exemption, it will document its findings in writing promptly
and provide it to the investigator and sponsor. The sponsor must promptly disclose
this information to the FDA and to the sponsor’s clinical investigators who are
participating or asked to participate in the investigation or substantially equivalent
investigation and to other IRBs considering the protocol or an equivalent protocol
from the sponsor.

G.

A flow chart showing the steps required for approval follows on the next page for IRB
and investigator reference.
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Planned research in non-urgent situations (45 CFR 46.116 c or d)
1.

In situations where the consent document would be the only link to the study the
following applies:
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2.

In retrospective research involving existing materials consent may be waived as follows:
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If the study for which waiver is sought is research involving protected health information (PHI), a
waiver of consent/authorization under HIPAA 1996, final rules (2002) is also needed and
requires:
the use or disclosure of the PHI involves no more than minimal risk based on the
presence of:

•

•
•

a.

an adequate plan to protect the identifiers from improper use or
disclosure.

b.

an adequate plan to destroy identifiers at the earliest opportunity
consistent with conduct of research (there may be justification for
maintaining this data).

c.

adequate written assurance the PHI will not be reused or disclosed to any
other person or entity (except as required by law or research oversight) or
for other research.

the research could not practically be conducted without the waiver.
the research could not practically be conducted without the PHI.

If the IRB approves either waiver, the justification will be documented indicating all appropriate
conditions are met. If a waiver of consent is granted, a waiver of assent is also granted.
A.

Assent for Minor Subjects
Research investigators performing studies in children should not exclude children
and adolescents from a decision-making role in their care without a persuasive
reason (AAP Policy Statement RE 9510). Subpart D of 45 CFR 46 has this to say
about the issue of assent in 46.408: “..the IRB shall determine that adequate
provisions are made for soliciting the assent of children, when in the judgment of the
IRB the children are capable of providing assent. In determining whether children
are capable of assenting, the IRB shall take into account the ages, maturity and
psychological state of the children involved. The judgment may be made for all
children to be involved in research in a particular protocol, or for each child as an
individual, as the IRB deems appropriate. If the IRB determines that the capability of
some or all of the children is so limited that they cannot be consulted or that the
intervention or procedure involved in the research holds out a prospect of direct
benefit that is important to the health or well-being of the children and is available
only in the context of the research, the assent of children is not a necessary
condition for proceeding with the research.” The IRB recognizes also that if assent is
to be sought it must be with the intention of honoring it. To comply with the above
mandates the IRB establishes the following procedures for assent.
1.

Children <10 years of age will not be asked to provide formal assent. This
does not imply that they should not have an explanation provided of their
treatment and have their questions answered and their wishes respected as
much as possible.
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2.

Children 10 years and older may be asked to provide formal assent. The
process for determining whether they are asked to provide assent and the
nature of the assent requested is as follows:
a) If the “research holds out a prospect of direct benefit that is important to
the health and well-being of the child and is only available in the context of
research” (e.g. a phase 3, initial therapy cancer treatment protocol) then the
IRB will grant a waiver of assent for the study. The investigator must
request this at the time of IRB review and approval of the study, and it is
subject to the concurrence of IRB that the study does meet the standard.
b) If the research involves standard therapy that is essential to the health
and well-being of the child with an additional element which may or may not
be of value (e.g. treatment of a wound in a standard manner but adding an
experimental “wound healing factor”) then an assent must be sought, but
only for the additional element. The investigator should draft this “limited
assent” for review by the IRB at the time the study is considered for review
and approval.
c) If the research is entirely optional (e.g. it is not known that it will provide
any benefit) then assent must be sought for the entire research project.
The investigator should draft this “full assent” for review by the IRB at the
time that the study is considered for review and approval.

An assent should include:
1.

An introduction that indicates to the patient that they are being asked to
participate in research, that the research will be explained to them and that
they can ask questions, and that they may say no to the research initially or at
any time during the study.

2.

A statement of what the research intervention is and what will be involved in
the research intervention for the child.

3.

Where the study will be done, how many children will participate and how long
will they be in the study.

4.

A statement of possible risks of assenting to the intervention.

5.

A statement of possible benefits of assenting to the intervention.

6.

Any other important information (e.g. you will be required to have a pregnancy
test and the results will be shared with you and your parents).

7.

Whom will be available to answer questions and address concerns.

8.

A statement of assent - I have read this assent, had the research explained to
me and had a chance to ask questions about things I don’t understand. I agree
to be in this research and understand what will happen to me.

9.

Signature of the child and individual obtaining assent.
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XIII.

10.

For participants >14 years of age an acceptable alternative is to have them “cosign” the informed consent.

11.

Consent is usually obtained before assent, but in minimal risk studies, assent
should be assessed first to decide whether to seek consent (e.g. a survey
study, ask the child if they would be interested and only ask for consent from
parents of those children who are interested.)

12.

Minor subjects who reach the age of 18 during the course of their study
participation must be asked if they consent to continued participation, and if so,
must sign an adult consent form.

RESEARCH IN SUBJECTS REQUIRING ADDITIONAL PROTECTIONS
Subparts B, C and D of the CFR address special additional protections for vulnerable
subjects. B addresses pregnant women, fetuses and neonates and D addresses
children. Part C addresses research in prisoners. CHMCA IRB does not plan to perform
studies in that group.

1.

Pregnant women and fetuses may be involved in research only if all of the following
conditions are met:
A.

Appropriate preclinical studies have been conducted and provide data to
assess risk;

B.

Risk to the fetus is either minimal or holds out the prospect of direct benefit for
the pregnant woman and/or fetus and information cannot be obtained by other
means;

C.

Any risk is the least possible;

D.

If the risk of the research is minimal or holds out direct benefit to both the
pregnant woman and fetus or just the pregnant woman, the pregnant woman
must consent.

E.

If the benefit is solely to the fetus, the pregnant woman and the father must
consent;

F.

No inducements will be offered to terminate a pregnancy and the researchers
will have no part in determining viability of a neonate.

Neonates of uncertain viability or non-viability can only be involved in research if:
A.

appropriate preclinical studies provide data to assess risk;

B.

individuals engaged in the research have no role in determining viability;
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2.

C.

for infants of uncertain viability the IRB determines if the research holds out the
prospect of enhancing survival, any risk is least possible and important
knowledge cannot be obtained in any other way;

D.

for nonviable fetuses the IRB determines that vital functions will not be
artificially maintained, research will not terminate heartbeat or respiration, there
will be no added risk and purpose is important knowledge;

E.

both parents consent.

Research in children requires additional safeguards such as assent, additional
signatures and potentially special approvals (as described in 45 CFR 46, D and 21 CFR
50,D) as summarized below:
Types of Research

Requirements

No greater than minimal risk
(46.404) - (50.51)

(1)

Assent of child and permission of at
least one parent

Greater than minimal risk and
prospect of direct benefit
(46.405) - (50.52)

(1)

Assent of child and permission of at
least one parent
Anticipated benefit justifies the risk
Anticipated benefit is at least as
favorable as that of alternative
approaches

Greater than minimal risk and no
prospect of direct benefit
(46.406) - (50.53)

(1)

(2)
(3)

(2)
(3)

(4)

Assent of child and permission of both
parents
Only a minor increase over minimal risk
Likely to yield generalizable knowledge
about the child’s disorder or condition
that is of vital importance for the
understanding or amelioration of the
disorder or condition
The intervention or procedures presents
experiences to the child that are
reasonably commensurate with those
in the child’s actual or expected
medical, dental, psychological, social
or educational situations
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Any other research
(46.407) - (50.54)

(1)
(2)

(3)

Assent of child and permission of both
parents
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
The HHS Secretary approves, after
consultation with a panel of experts in
pertinent disciplines (e.g., science,
medicine, education, ethics, law) and
following publication in the Federal
Register and public comment

The researcher must indicate why vulnerable subjects must be included and comply with
these special requirements.
3.

Research in cognitively impaired persons.
There is an expectation from OHRP and FDA (but no specific regulations) that if
research is to be undertaken in cognitively impaired persons:

4.

A.

The IRB consults with or collaborates with an individual or individuals which are
knowledgeable about and experienced in working with cognitively impaired
individuals.

B.

The IRB will assure that additional safeguards are in place to protect the rights
and welfare of the cognitively impaired subjects.

C.

Akron Children’s IRB will require:
(I).

Research on cognitively impaired individuals will only be approved if such
individuals comprise the only appropriate population, the research
focuses on an issue specific to that population and risk is either minimal
or there is a compelling direct benefit.

(ii)

Appropriate consent is granted by a legally authorized representative.

(iii)

Assent is obtained from the individual as appropriate (mental age >10
years) and in any case the research is explained as fully as possible to
the individual.

The IRB may require additional safeguards in other populations who may be
vulnerable.
A.

Vulnerability may be defined as a condition of the candidate-subject that calls
into question the efficacy of consent in effecting the permissibility of proposed
research.
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B.

XIV.

In addition, to clearly situational (e.g. being a child, being pregnant) and
cognitive causes listed above, a potential research subject can be vulnerable
on the following bases:
1.

Juridic – research is done in an organization structure and the potential
subject is organizationally subordinated (e.g. a student in a professor
study).
 The CHMCA IRB considers employees and students to be a
vulnerable population when involved in research. The investigator
must demonstrate in the research protocol, and provide written
assurance in the consent form that participation is voluntary, and
that choosing not to participate will have no bearing on
employment or class standing. Additionally, information obtained
about participants will not be used in a manner that could affect
employability or class standing (e.g., Supervisors will not receive
such information, or will be unaware of subjects’ decision to
participate or not).

2.

Medical – the subject has a serious health-related condition for which
there are no satisfactory remedies and will “try anything”.

3.

Allocational – the potential subject is seriously lacking a social good that
will be provided as a consequence of the research (paid research).

4.

Social – the potential subject belongs to a socially undervalued group
(research in a third world location).

EXEPEDITED AND FULL BOARD REVIEWS
A.

The material submitted for a research study will be initially reviewed by the IRB
Coordinator to determine if it qualifies for exemption from review or expedited
review per 45 CFR 46A or 21 CFR 56. The Coordinator may also determine
whether the study qualifies for Not Human Subjects Research status (NHR).
Research can be considered “exempt from review” or eligible for “expedited
review” only if it involves “minimal risk” to the human subject. Minimal risk is
defined as follows:
“Minimal risk is when the probability and magnitude of harm or discomfort
anticipated in the proposed research is no greater, in and of itself, than that
encountered in daily life or the performance of routine physical or psychological
examinations or tests”.

B.

Exempt from Review
The decision as to whether an investigation qualifies for Exempt status rests with
the IRB. This determination must be sought prior to beginning the investigation.
The following categories of clinical investigations are exempt from the requirement
for IRB review:
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I.

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

II.

Any investigation commenced before July 27, 1981 and was not
otherwise subject to requirements for IRB review under Food and Drug
Administration regulations before that date.

III.

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

IV.

Taste and food quality evaluations and consumer acceptance studies, if
wholesome foods without additives are consumed or if a food is
consumed that contains a food ingredient at or below the level and for a
use found to be safe, or agricultural, chemical, or environmental
contaminant at or below the level found to be safe, by the Food and Drug
Administration or approved by the Environmental Protection Agency or
the Food Safety and Inspection Service of the U.S. Department of
Agriculture.

Only a study under FDA jurisdiction that meets these limited criteria may be
exempted from review.
These categories of exempt from review apply to vulnerable subjects.
C.

Research exempt from review which falls under OHRP jurisdiction is defined in
45 CFR 46.104. The research must be minimal risk and fit the specific
categories below:
I.

II.

Research conducted in established or commonly accepted educational
settings that specifically involves normal educational practices that are
not likely to adversely impact either the students’ opportunity to learn
required educational content or the assessment of educators who provide
instruction. This includes:
a.

most research on regular and special education instructional
strategies;

b.

research on the effectiveness of or the comparison among
instructional techniques, curricular, or classroom management
methods.

Research that only includes interactions involving educational tests
(cognitive, diagnostic, aptitude, achievement), survey procedures,
interview procedures, or observation of public behavior (including visual
or auditory recording) if at least one of the following criteria is met:
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a.
The information obtained is recorded in such a manner that
subjects cannot be identified, directly or through identifiers linked to the
subjects.
b.
Any disclosure of the human subjects’ responses outside the
research would not reasonably place the subjects at risk of criminal or
civil liability or be damaging to the subjects’ financial standing,
employability, educational advancement or reputation;
c.
The information obtained is recorded by the investigator in such a
manner that the identity of the human subjects can readily be
ascertained, directly or through identifiers linked to the subject, and the
IRB conducts a limited review to determine that there are adequate
provisions to protect the privacy of subjects and to maintain the
confidentiality of the data.
III.

IV.

Research involving benign behavioral interventions in conjunction with the
collection of information from an adult subject through verbal or written
responses (including data entry) or audiovisual recording, if the subject
prospectively agrees to the intervention and information collection and at
least one of the following criteria is met:
a.

The information obtained is recorded in such a manner that the
human subjects can be identified, directly or through identifiers
linked to the subjects;

b.

Any disclosure of the human subject’s responses outside the
research, would not reasonably place the subject at risk of criminal
or civil liability or be damaging to the subject’s financial standing,
employability, educational advancement or reputation; or

c.

The information obtained is recorded by the investigator in such a
manner that the identity of the human subjects can readily be
ascertained, directly or through identifiers linked to the subject, and
the IRB conducts a limited review to determine that there are
adequate provisions to protect the privacy of subjects and to
maintain the confidentiality of the data.

Secondary research for which consent is not required: Secondary
research uses of identifiable private information or identifiable
biospecimens, if at least one of the following criteria is met:

a.

The identifiable private information or identifiable biospecimens are publicly
available;

b.

Information, which may include information about biospecimens, is recorded by
the investigator in such a manner that the identity of the human subjects
cannot readily be ascertained directly or through identifiers linked to the
subjects, the investigator does not contact the subjects, and the
investigator will not re-identify subjects;
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c.

The research involves only information collection and analysis involving the
investigator’s use of identifiable health information when that use is
regulated under 45 CFR parts 160 and 164, subparts A and E, for the
purposes of “health care operations” or “research” as those terms are
defined at 45 CFR 164.501 or for “public health activities and purpose” as
described under 45 CFR 164.512(b); or

d.

The research is conducted by, or on behalf of, a Federal department or agency
using government-generated or government-collected information
obtained for non-research activities, if the research generates identifiable
private information that is or will be maintained on information technology
that is subject to and in compliance with section 208(b) of the EGovernment Act of 2002, 44 U.S.C. 3501 note, if all of the identifiable
private information collected, used, or generated as part of the activity will
be maintained in systems of records subject to the Privacy Act of 1974, 5
U.S.C. 552A, and, if applicable, the information used in the research was
collected subject to the Paperwork Reduction Act of 1995, 44 U.S.C.
3501 et seq.
V.

Research and demonstration projects that are conducted or supported by
a Federal department or agency, or otherwise subject to the approval of
department or agency heads (or the approval fo the heads of bureaus or
other subordinate agencies that have been delegated authority to conduct
the research and demonstration projects), and that are designed to study,
evaluate, improve or otherwise examine public service or benefit
programs, including procedures for obtaining benefits or services under
those programs, possible changes in or alternatives to those programs or
procedures, or possible changes in methods or levels of payment for
benefits or services under those programs.

a.

Each Federal department or agency conducting or supporting the
research and demonstration projects must establish, on a publicly
accessible Federal Web site or in such other manner as the department
or agency head may determine, a list of the research and demonstration
projects that the Federal department or agency conducts or supports
under this provision. The research must be published on this list prior to
commencing the research involving human subjects.

VI

Taste and food quality evaluation and consumer acceptance studies, if:

a.

wholesome foods without additives are consumed, or;

b.

a food is consumed that contains a food ingredient at or below the level
and for a use found to be safe, or agricultural chemical or environmental
contaminant at or below the level found to be safe by the overseeing
Federal agency.

VII

Storage or maintenance for secondary research for which broad consent
is required: Storage or maintenance of identifiable private information or
identifiable biospecimens for potential secondary research use if an IRB
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conducts a limited IRB review and makes the determinations required by
45 CFR 46.111(a)(8).
VIII

Secondary research for which broad consent is required: Research
involving the use of identifiable private information or identifiable
biospecimens for secondary research use, if the following criteria are met:

a.

Broad consent for the storage, maintenance and secondary research use
was obtained;

b.

Documentation of informed consent or waiver of documentation of
consent was obtained;

c.

IRB conducts a limited review and makes the determination required by
45 CFR 46.111(a)(7), and determines that the research to be conducted
is within the scope of the broad consent; and

d.

the investigator does not include returning individual research results to
subjects as part of the study plan (unless required by law).

Application of the exemption categories to research subject to 45 CFR 46, subparts
B, C and D, is as follows:
Subpart B: Each of the exemptions may be applied if the conditions of the exemption
are met.
Subpart C: These exemptions do not apply, except for research aimed at involving a
broader population that only incidentally includes prisoners.
Subpart D: Exemptions I, IV, V, VI, VII and VIII may be applied if the conditions of
the exemption are met; for research involving educational tests or the observation of
public behavior, exemption II may only be applied if the investigator(s) do not
participate in the activities being observed.
The IRB Chairperson or designee shall have the authority to declare a protocol
exempt if it meets the above criteria. When a study is declared exempt from review,
no other review requirements apply, unless changes are implemented that change
the nature or scope of the investigation. Such changes must be submitted to the IRB
for determination as to whether the research continues to qualify as exempt.
Research that is determined to be exempt from IRB review does not receive an
expiration date, as such. For record-keeping purposes, such research is assumed to
be active until closed by the investigator, or for three years, whichever comes first.
After three years, the study will be administratively closed unless the investigator
informs the IRB that the study is ongoing.
D.

Research eligible for expedited review as defined in 21 CFR 56.110 and 45
CFR 46.110 are as follows:
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Applicability
I.

Research activities that (1) present no more than minimal risk to human
subjects, and (2) involve only procedures listed in one or more of the following
categories, may be reviewed by the IRB through the expedited review
procedure authorized by 45 CFR 46.110 and 21 CFR 56.110. The activities
listed should not be deemed to be of minimal risk simply because they are
included on the list. Inclusion on this list merely means that the activity is
eligible for review through the expedited review procedure when the specific
circumstances of the proposed research involve no more than minimal risk to
human subjects.

II.

The categories in this list apply regardless of the age of subjects, except as
noted.

III.

The expedited review procedure may not be used 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, unless reasonable and appropriate
protections will be implemented so that risks related to invasion of privacy and
breach of confidentiality are no greater than minimal.

IV.

The expedited review procedure may not be used for classified research
involving human subjects.

V.

The standard requirements for informed consent (or its waiver, alteration, or
exception) apply regardless of the type of review - expedited or full -utilized by
the IRB.
Categories one (1) through seven (7) pertain to both initial and continuing IRB
review, categories eight (8) and nine (9) are not noted below but apply to
continuing review only and are listed in the Continuing Review section. See

VI.

Research Categories
I.

II.

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

Collection of blood samples by finger stick, heel stick, ear stick, or venipuncture
as follows:
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a.

From healthy, non-pregnant 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 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.

III.

Prospective collection of biological specimens for research purposed by
noninvasive means. Examples: (a) Hair and nail clippings in a non-disfiguring
manner; (b) deciduous teeth at time of exfoliation or if routine patient care
indicates a need for extraction; © 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 gum base 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 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.

IV.

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.

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;
© 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.
V.

Research involving materials (data, documents, records, or specimens) that
have been collected or will be collected solely for non-research 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.)

VI.

Collection of data from voice, video, digital, or image recordings made for
research purposes.
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VII. 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 or
quality assurance methodologies.
12.

E.

The Chairman or his designee who conducts an expedited review will use the same
rigor as a full committee review. The expedited reviewer may exercise all of the
authority of the IRB except the reviewer may not disapprove research. This can only
be done by a full IRB review. Expedited reviews shall be reported at the next regular
IRB meeting. A protocol and consent review form must be completed as noted
below.

If the study does not qualify for exempt or expedited status, it requires full board review.
The following procedure will occur:
1.

The Chair and another voting member (“primary reviewers”) will receive all of the
submitted materials at least 7 days prior to the meeting and complete a protocol
review and a consent/assent review checklist which will be presented at the
convened meeting.

2.

All voting members will receive the completed application, informed consent and
assent if applicable, the completed protocol and consent/assent checklists and any
recruitment materials at least 5 days prior to the meeting.

3.

The investigator will be invited to present a brief summary of the study at the
discretion of the IRB Chair.

4.

At the meeting the investigator, if present, will present a brief summary of the study
and the primary reviewers will raise any concerns for the investigator to respond to.
All submitted materials will be available for review by members and they may also
ask questions or raise concerns. Following this, the investigator if present, will
leave and additional discussion and voting will take place. The minutes will indicate
voting members present and participating and the actual vote.

5.

The IRB may approve, approve with conditions, reject or table (defer) the study for
further review and discussion. If the study involves vulnerable subjects, the IRB will
specifically document that the special requirements of 46 CFR 45, subpart B and D
are met as applicable. A decision letter will be sent electronically to the investigator.

6.

7.

When the IRB approves with conditions:
A.

if the conditions require substantive clarifications or modifications of the
protocol/consent/assent documents, approval will be deferred until review by
the convened IRB can occur or

B.

if the revisions are specific (e.g. replace this sentence with....) the IRB Chair or
designee may approve the revision.

When the IRB rejects a research protocol, it provides notice in writing that it has
done so to the investigator/sponsor. If the study is submitted to a second IRB this
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rejection must also be submitted to assure that the second IRB is aware of the first
IRB’s review.
8.

The IRB recognizes that there will be circumstances when an emergent need for a
study drug or device, under FDA jurisdiction, arises and has the below procedures to
address these circumstances. There are NO provisions for emergent approval of
studies under OHRP jurisdiction.

9.

The IRB establishes a period of approval at the time of initial review:
-

under normal circumstances this is 365 days from the convened meeting when
the study is initially considered.
under the following unusual circumstances a shorter period of approval will be
granted:
a.
b.

if risks of the study are poorly defined - after each patient or every 3
months (whichever is less);
a local Phase II study (no central DSMB) - 6 months.

10. CHMCA IRB will check its database for “competing protocols” (interventions for the
same condition) at CHMCA. If such a circumstance is defined, subjects must be
made aware of the “competing protocol” in a letter from the investigator and allow to
choose as appropriate.
XV.

CONTINUING REVIEW
(Based on the 2018 Requirements)
Unless an IRB determines otherwise, continuing review of research is not required in
the following circumstances:
a) research eligible for expedited review
b) research eligible for exemption
c) research that has progressed to the point that it involves only data analysis
(including identifiable data) and/or accessing follow-up clinical care data
In such cases, the IRB retains authority to observe or have a third party observe the
consent process and the research, and to require certain studies to be reviewed
annually. If so, the IRB must document the reason for this decision.
In such cases, the IRB requires submission of a brief, yearly progress report, for
record-keeping purposes. All other reporting requirements (SAEs, deviations, etc.)
still apply. Amendments to the protocol must be submitted to the IRB and approved
prior to implementation.
(Based on OHRP guidance of 15 January 2007)
1.

Continuing review of research must be substantive and meaningful. Unless
expedited renewal is appropriate as noted below, continuing review will be done at a
convened meeting of the IRB with a recorded vote on each study. The criteria for
continuing approval of the study are the same as for initial approval of research (45
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CFR 46.111/21 CFR 56.111). The continuing review needs to focus on whether any
new information has emerged that could alter the IRB’s previous determinations. If
renewal does not occur prior to the end of study approval, the study is suspended
with no new patients allowed to enter until review and approval occur.
A.

B.

Investigator’s Responsibility
a.

At least two weeks prior to a convened IRB meeting that would consider
study renewal, submit a completed continuing review application

b.

The renewal requires the following:
protocol and protocol status
number of subjects accrued
summary of any withdrawal of subjects since the last IRB review
summary of any complaints about the research since the last review
summary of any amendments or changes since the last IRB review
summary of any unanticipated problems/protocol deviations and
how they were addressed and a summary of adverse event
experience
current delegation of authority log
any multi-center trial reports (including what information was
reviewed, date and monitor’s assessment) or an investigator
generated interim report
any recent literature relevant to the study
a clean copy of the current informed consent and assent
any changes to the study required at the time of review
any new information to be provided to participants and how it will be
distributed

IRB Activities
1.

The IRB will use a primary and secondary reviewer system to initially
screen continuing reviews. The primary reviewer (chair or designated
voting member) and secondary reviewer will review the complete renewal
application and complete the continuing review checklist. The reviewer
needs to consider that the criteria to initially approve a study are present
plus:
-

2.

subject safety is not being compromised during the study
determine if any change in risk: benefit ratio has occurred and
reconsideration is required
assure current consent and assent is accurate and complete
determine if there are any new findings which require subject
notification

At the time of the primary review, if continuing review may be expedited, it will be
granted. Studies expedited will be reported at a convened meeting and materials will
be present for review and discussion if necessary. The period of approval for an
expedited continuing approval is the same as the period of approval granted at initial
review, unless the continuing review identifies issues that require a change of
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approval period. Expedited continuing approval may be granted if (see table on the
following page):
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3.

At the time of the primary review, if continuing review is required at a convened
meeting, the application, checklist and submitted materials including the consent and
assent will be provided to all voting members in the IRB packet. As with initial
approval:
-

XVI.

under usual circumstances approval will be granted for 365 days from the
first convened meeting where the renewal was considered
under the following unusual circumstances a short period of renewal will
be granted as follows:
a.

the risks of the study are poorly defined - after each patient or every
3 months (whichever is less)

b.

a phase 2 study done locally (no central safety board) - every 6
months

4.

Any audits by outside or internal groups of research compliance must be
forwarded promptly to the IRB. The IRB may require an audit of research
compliance if concerns about conduct are reported to it or complaints are
received.

5.

If there are concerns about statements made on data submitted for review
based on discrepancies of IRB files and investigator assertions, the IRB will
request an internal review of the conduct of research by the hospital
compliance officer.

REVIEW OF CHANGES IN ONGOING RESEARCH PROJECTS
1.

Any changes to a protocol, consent or assent must be reported by the investigator to
the IRB and approved before changes are implemented.

2.

Emergency changes made for safety reasons must be reported to the IRB Chair
within three days. These emergency changes will require that no new subjects be
enrolled until they are reviewed and approved by the IRB at a convened meeting.

3.

The investigator must submit the revised protocol and revised informed
consent/assent (if necessary) to the IRB with a letter detailing what changes were
made and why. This should be received at least 10 days before a convened meeting
for non-emergent changes.
•

•

If the changes are minor (having no substantive effect on the protocol and no
effect on risk), the IRB chair or a designated, experienced voting member,
may perform an expedited review. If this results in approval this will be
reported at the next convened meeting.
If the changes are not minor (involve increased risk, altered benefit or added
discomfort) the changes must be reviewed at a convened meeting. All
members will receive a summary of the changes five days prior to the
meetings and the Chair will review the full protocol and informed consent (if
necessary). Discussion and vote to accept or require additional actions will
be documented in the minutes.
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4.

If changes are made to the protocol or consent/assent the IRB should also determine
if current subjects need to be informed or re-consented.

5.

Any advertising or recruitment materials not submitted to the IRB with the initial
submission must be submitted to the IRB for review and approval in a manner
identical to primary approval:

XVII.

•

The advertising cannot be unduly coercive and does not promise a certainty
of benefit beyond what is outlined in the protocol.

•

If the materials are limited to the purpose of the study, inclusion/exclusion
criteria, time required and contact information, it can be granted expedited
approval by the chair and reported at the next meeting.

•

If confidential information is to be gathered in recruitment, the handling of this
material must be detailed to the IRB for use in its considerations.

•

Any materials not meeting criteria for expedited approval will be reviewed at a
convened meeting. Discussion and vote to accept or require another action
will be documented in the minutes.

REVIEW AND REPORTING UNANTICIPATED PROBLEMS
1.

Both OHRP and FDA recognized the importance of this IRB activity.

2.

OHRP guidance (letter issued January 2007) states:
A.

45 CFR part 46 requires that “unanticipated problems involving risks to
subjects or others” be reported to involved IRBs so that they may be reviewed
and a determination made as to whether (1) the study can continue and (2)
whether some modification is needed to the protocol and/or consent to allow
the study to continue.

B.

An “unanticipated problem” includes any incident, experience or outcome that
meets all three of the following criteria:
a.

unexpected in terms of nature, severity or frequency based on the
protocol related documents (investigator’s brochure, protocol, consent);

b.

related or possibly related to participation in the research, i.e., there is a
reasonable possibility that the event may have been caused by the
procedures involved with the research and are not a result of an
underlying disease, disorder or condition; and

c.

suggests that the research places subjects or others at a greater risk of
harm (physical, psychological, economic or social) than was previously
known or recognized.
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C.

Relationship of “unanticipated problems” and “adverse events”.
a.

adverse event is an untoward or unfavorable medical occurrence in a
human subject (including any abnormal sign, symptom or disease)
temporarily associated with the subject’s participation in the research
whether or not considered related to the subject’s participation in the
research.

b.

not all adverse events are unanticipated problems, an algorithm for
determining whether an adverse event is an unanticipated problem
follows:

D. The flow diagram on the next page may be used to determine whether an event
is an unanticipated problem:
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An adverse event occurs in one or more
subjects
▼
1.

Is the adverse event unexpected in
nature, severity, or frequency

NO

▼ YES
2.

Is the adverse event related or
possibly related to participation in
the research?

NO

▼ YES
3.
YES


Report the adverse
event as an
unanticipated problem
under
45 CFR part 46

Does the adverse event suggest
that the research places subjects
or others at a greater risk of
physical or psychological harm
than was previously known or
recognized? NOTE: If the adverse
event is serious, the answer is
always “YES’.

NO

STOP
The adverse event is
not an unanticipated
problem and need not
be reported under
45 CFR part 46

Note: Serious adverse events are defined by the IRB as one or more of the following:
results in death
is life threatening
results in hospitalization
results in a persistent or significant disability
results in a congenital abnormality
requires a medical/surgical intervention to prevent on of the above
outcomes
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E.

When an adverse event occurs the investigator must report it to the appropriate
entities (e.g. research sponsor, coordinating or statistic center, independent monitor
or DSMB/DCM) as required under monitoring provisions in the IRB-approved
protocol. If the investigator (or subsequently the medical monitor, DSMB, etc.)
determines the event is unanticipated, it must be reported to the IRB for review
promptly.

F.

OHRP advised and CHMCA IRB concurs that it is neither useful or necessary under
regulation in 45 CFR part 46 for reports of individual adverse events occurring in
subjects enrolled in multicenter studies to be distributed routinely to investigators or
IRB at all institutions conducting the research. Individual adverse events should only
be reported to all when a determination has been made that the event meets the
criteria for unanticipated problems. Typically such a report to the IRB will contain:
a.

a clear explanation of why the adverse event or series of events has been
determined to be an unanticipated problem; and

b.

a description of any proposed protocol change/corrective action to be taken.

G.

Internal and external unanticipated problems are reported on the forms provided in
the electronic submission system.

H.

It must be understood that there are also unanticipated problems that are not
adverse events (see diagram) and these must also be reported on the appropriate
forms.

A=
Adverse Events that are
Not Unanticipated Problems

B=
Adverse Events that are
Unanticipated Problems

C=
Unanticipated Problems
That are not Adverse
Events

Under 45 CRF part 46: Report B and C; Include A in the summary log to be submitted at
continuing review
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3.

FDA guidance (letter issued January 2009) states:
A.

The receipt of a large volume of individual AE reports without analysis of their
significance to a clinical trial rarely supports an IRB’s efforts to ensure human
subject protection. Sponsors can assess the implications and significance of
AE reports promptly and are required to report serious, unexpected events
associated with the use of a drug or device, including analyses of such events,
to investigators and to FDA. In addition, sponsors are required to report
analyses of unexpected adverse device experiences to IRBs. FDA encourages
efforts by investigators and sponsors to ensure that IRBs receive meaningful
AE information. The ultimate goal is to provide more meaningful information to
IRBs, particularly when sponsor analysis (including an analysis of the
significance of the adverse event, with a discussion of previous similar events
where appropriate) is made available to IRBs.

B.

In clinical trials of drugs the FDA believes that only the following should be
considered unanticipated problems that must be reported to the IRB.
•
•

•

•

•

•

A single occurrence of a serious, unexpected event that is uncommon
and strongly associated with drug exposure (such as angioedema,
agranulocytosis, hepatic injury, or Stevens-Johnson syndrome).
A single occurrence, more often a small number of occurrences, of a
serious, unexpected event that is not commonly associated with drug
exposure, but uncommon in the study population (e.g., tendon rupture,
progressive multifocal leukoencephalopathy).
Multiple occurrences of an AE that, based on an aggregate analysis, is
determined to be an unanticipated problem. There should be a
determination that the series of AEs represents a signal that the AEs
were not just isolated occurrences and involve risk to human subjects
(e.g., a comparison of rates across treatment groups reveals higher rate
in the drug treatment arm versus a control). We recommend that a
summary and analyses supporting the determination accompany the
report.
An AE that is described or addressed in the investigator’s brochure,
protocol, or informed consent documents, but occurs at a specificity or
severity that is inconsistent with prior observations. For example, if
transaminase elevation is listed in the investigator’s brochure and hepatic
necrosis is observed in study subjects. Hepatic necrosis would be
considered an unanticipated problem involving risk to human subjects.
We recommend that a discussion of the divergence from the expected
specificity or severity accompany the report.
A serious AE that is described or addressed in the investigator’s
brochure, protocol, or informed consent documents, but for which the rate
of occurrence in the study represents a clinically significant increase in
the expected rate of occurrence (ordinarily, reporting would only be
triggered if there were a credible baseline rate for comparison). We
recommend that a discussion of the divergence from the expected rate
accompany the report.
Any other AE or safety finding (e.g., based on animal or epidemiologic
data) that would cause the sponsor to modify the investigator’s brochure,
study protocol, or informed consent documents, or would prompt other
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action by the IRB to ensure the protection of human subjects. We
recommend that an explanation of the conclusion accompany the report.
C.

The investigational device exemption (IDE) regulations define an unanticipated
adverse device effect (UADE) as “any serious adverse effect on health or
safety or any life-threatening problem or death caused by, or associated with, a
device, if that effect, problems, or death was not previously identified in nature,
severity, or degree of incidence in the investigational plan or application
(including a supplementary plan or application), or any other unanticipated
serious problem associated with a device that relates to the rights, safety, or
welfare of subjects” (21 CFR 812.3(s)). UADEs must be reported by the clinical
investigator to the sponsor and the reviewing IRB, as described below:
•

For device studies, investigators are required to submit a report of a
UADE to the sponsor and the reviewing IRB as soon as possible, but in
no event later than 10 working days after the investigator first leans of the
event (§ 812.150(a) (1)).

•

Sponsors must immediately conduct an evaluation of a UADE and must
report the results of the evaluation to FDA, all reviewing IRBs, and
participating investigators within 10 working days after the sponsor first
receives notice of the effect (§§ 812.46(b), 812.150(b) (1)).

The IND regulations, therefore, require sponsors to submit reports to IRBs in a manner
consistent with the recommendations made above for the reporting of unanticipated problems
under the IND regulations.
4.

All internal and external unanticipated events must be reported to the Chair of the
IRB (and subsequently to the IRB members). Internal unanticipated problems are to
be reported to both the Institutional Official and the Chair of the IRB (and
subsequently to the members of the IRB). Unanticipated problems that are serious
adverse events should be reported within one week of the investigator becoming
aware of the problem. Any other unanticipated problems should be reported within
two weeks of the investigator becoming aware of the problems. External reports
need to be finalized within one month of the IRB’s receipt of the report.

5.

The IRB will review all unanticipated problems at a convened meeting. If an urgent
response is required, the IRB Chair will initially review the problem and act and his
action will be reviewed and accepted or modified at a convened meeting. IRB
actions may include:
A.
B.
C.
D.

close the protocol/study
suspend the protocol/study
require modification/amendment of the protocol/study
require modification of eligibility requirements.
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XVIII.

IRB POLICY FOR EMERGENCY USE OF MEDICAL DEVICES, DRUGS AND
BIOLOGIC MATERIALS IN EMERGENCY SITUATIONS
1.

An unapproved device is one that is used for a purpose or a condition for which the
device requires, but does not have, an approved application for pre-market approval
under section 515 of the Federal Food, Drug and Cosmetic Act [21 U.S.C. 360(e)].
Unapproved devices may be used in human subjects only if approved for testing
under an approved application for an IDE or have marketing clearance under section
510 (k) of the FD&C Act.

2.

FDA and the CHMCA IRB recognize that emergencies do arise where an
unapproved device may offer the only possible life-saving alternative, but an IDE for
the device does not exist, or the proposed use is not approved under the existing
IDE, or the physician or institution is not approved under the IDE. Neither the FDA
nor the CHMCA IRB objects if a physician chooses to use an unapproved device in
such an emergency, provided the physician later justifies its use to FDA and the IRB.

3.

The Requirements

A.

Each of the following must exist:
a.
b.
c.

the patient is in a life-threatening condition that needs immediate treatment;
no generally acceptable alternative for treating the patient is available; and
because of the immediate need to use the device, there is no time to use
existing IRB and FDA procedures to get approval for use.

B.

The above must be assessed by the physician and documented, as must the
potential benefits from the unapproved use of the device. The “emergency” cannot
exist in advance, solely on the expectation that an event might occur or in order to
circumvent FDA procedures.

C.

The physician must:
a.
b.
c.
d.

D.

obtain an independent assessment by an uninvolved physician;
obtain informed consent from the patient or a legal representative unless there
is an exception for informed consent (see below);
notify the IRB Chairperson;
obtain authorization from the IDE holder, if an approved IDE for the device
exists.

Reporting to the IRB
a.
report to the IRB within five days of the use {21 CFR 56.104}
b.
provide documentation of the patient’s life threatening circumstance, need for
the device and concurrence by an independent physician.
c.
evaluate the likelihood of a similar need for the device in the future and, if likely,
initiate IRB approval and an approved IDE for the use.
d.
if an IDE does exist, notify the sponsor of the emergency use.
e.
if an IDE does not exist, notify FDA of the emergency use and provide IRB and
FDA with a written summary of conditions constituting the emergency, subject
protection measures, and results.
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f.

4.

5.

the emergency use of the device may not occur subsequently unless the
physician or another party obtains an IDE. If the IDE is rejected by FDA, the
device may not be used even in an emergency situation.

FDA allows for the use of a “test article” (drug or biological and potentially but rarely
a device) to be used to treat a patient in an emergency, life-threatening or serious
situation where standard IRB approval cannot be obtained (due to emergent
situation) (21 CFR 56.102{d}).
A.

The attending physician will make a determination as to the need to use a test
article under emergency circumstances. The physician will document this need
with the rationale for the use of the test article in place of standard therapy (if
available). The attending physician will obtain independent documentation
from a second physician not associated with the case or the study. The IRB
chair will be notified and review the case and must agree to emergency use.

B.

Drugs may be obtained for emergency use from the sponsor under a treatment
protocol or through the FDA by first obtaining the drug from the sponsor and
then submitting a treatment IND to the FDA requesting authorization for
treatment use. Usually the sponsor can help with the IND.

C.

In an emergency situation the approval will be for a “single patient use”. Under
unusual situations a multiple patients use approval could be obtained. (Such a
situation might be in an accident where several patients would be injured in a
similar way that might be covered by an emergency protocol). However, under
no circumstance can an emergency approval be granted for multiple patients
where the emergent situations are from differing causes. If a test article is to
be used for multiple patients from multiple causes, regular IRB approval must
be obtained.

D.

A report of the emergency use must be forwarded within 5 days to the IRB
(Form #10). Any further use of the drug or biologic in future patients requires
IRB submission and approval.

Emergent Situation Exemption from Consent
In emergent situations it is not always feasible to obtain informed consent. In order
to save the patient’s life, an exemption from informed consent can be documented as
follows (21 CFR 50.23 {a} {1-4}). The attending physician and a second physician
not associated with the patient’s treatment must certify in writing that all found
conditions exist.
I.
A life-threatening situation necessitates use of the test article.
ii.
The subject is unable to provide effective consent.
iii
There is insufficient time in which to obtain consent from the patient’s legal
representative.
iv. There is no available alternative method or treatment approved or generally
accepted of equal or greater likelihood of saving the patient’s life.
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XIX. IRB REVIEW OF HUMANITARIAN DEVICE EXEMPTIONS (HDE)
(Based on FDA guidance issue 5 Aug 2008)
1.

A Humanitarian Use Device (HUD) is a medical device intended to benefit patients in
the treatment or diagnosis of a disease or condition that affects or is manifested in
fewer than 4000 individuals in the United States per year. The manufacturer submits
an application to the FDA requesting a Humanitarian Device Exemption which the
FDA evaluates for relevant safety issues and to assure no comparable device is
approved. If the FDA grants a HDE exemption, the device can be used for specific
indications in appropriate patients and can be charged for.

2.

The IRB must review and approve the use of the HUD at CHMCA. The IRB is
responsible for initial and continuing review. The IRB is not required to approve each
use of the device (although if it feels this is appropriate, it may do so), rather it may
approve a protocol which incorporates the scope of usage of the HDE.

3.

The initial review of the HUD must be at a convened meeting. The IRB must
determine if the provider is qualified through training/experience to use the device. A
protocol will be evaluated to determine if it is consistent with the FDA approved HDE.
The IRB will evaluate the risks and benefits as described in the manufacturer’s
patient labeling. The IRB will require an informed consent that must contain the
following elements:
-

a statement that the study involves a HUD and that effectiveness for the
labeled indication has not been demonstrated.
a statement that outlines what will happen to the subject under the proposed
protocol.
a summary of risks and benefits.
a summary of costs of the HUD use and what happens if the HUD results in
injury.
a summary of how and with whom subject information is shared.

If the device is to be used in a child >10 years of age an assent that contains the
outline of the protocol and the risks and benefits must be developed for review. If the
IRB approves, the HUD may be approved for 365 days or for use in a specified
number of patients as the situation warrants.
4.

Continuing review by the IRB requires submission of the number of patients treated,
summary of any complaints, a summary of any safety issues identified in
manufacturer’s monitoring, the consent and assent and any relevant literature as well
as a statement that the HDE is still valid. Since HUD use is not research an
expedited review by the IRB Chair or designee is appropriate unless a concern is
noted which should be forwarded to a convened meeting.

5.

If an emergency use of an HUD device is required, the same procedure should be
followed as used for emergency use of an Investigational Device Exemption (IDE) (see section on emergency use of an IDE). This procedure would apply to an
emergent off-label or compassionate use of an approved HUD also. If the off-label
use or compassionate use is not emergent, the physician should seek FDA approval
and if granted forward appropriate materials for IRB review.
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The following flowchart illustrates the decision process to be followed in the review of
Humanitarian Use Device Protocols:
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XX.

IRB EVALUATION OF EVIDENCE-BASED PRACTICE PROJECTS

Realizing that evidence-based practice projects are projects that inhabit a space somewhat
between traditional quality improvement projects (traditionally IRB exempt) and human subject
research (requiring IRB review) and that current FDA or OHRP regulation do not directly
address IRB involvement in the management of such projects, the Children’s Hospital Medical
Center of Akron IRB has adopted the following procedures for evaluating such projects:
1.

The IRB will determine whether the project is exempt from ongoing IRB oversight.

2.

To determine if the project may be exempted, the IRB requests for its deliberation:
A.

A general outline of the project.

B.

The evidence that the practice change is likely to be favorable to the patient.
This should include a summary of the evidence developed for the project.

C.

The evidence that the practice change is associated with minimal risk to the
patient. Since the judgment of minimal risk is often made by considering the risk
relative to usual risk encountered in the life of the affected individual, evidence
that the proposed practices are standard care at comparable institutions would
be helpful.

D.

The plan for informing affected individuals that a change in practice will occur
with some explanation of why it is anticipated that it will be beneficial.

E.

Information as to how this project has been reviewed by the medical leaders of
the affected units and their approval/support for the project.

3.

The projects will be initially reviewed by the Chair or an appropriate designee and
if it is readily determined that (1) the project will likely be beneficial based on
evidence; (2) the project is minimal risk;(3) it will be openly communicated and
(4) it is supported by the medical leadership, it is exempt.

4.

If the initial review cannot make the determination, full IRB review will follow. The
IRB may do any of the following:
1.
2.
3.

Determine it is exempt as presented
Suggest potential modifications
Recommend elevation to a research project.
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XXI.

IRB COLLABORATION WITH OTHER IRBS
1.

The CHMCA IRB is willing to collaborate with external IRB’s for multisite research.
When collaborating with other institutions, the CHMCA IRB enters into an
authorization agreement to identify which institution will be the Reviewing IRB (or
IRB or Record), which institution will be the Relying Institutions, and to describe the
terms of the reliance relationship. The CHMCA IRB is willing to rely on external IRBs
that have an FWA on file with OHRP.
When collaborating with an external institution, the CHMCA IRB is still ultimately
responsible for safeguarding the rights and welfare of human subjects and for
complying with regulations and will maintain limited oversight over the study and
CHMCA investigators.
The cooperative research arrangements between institutions may apply to the review
of one study, to certain specific categories of studies or to all studies, as specified in
the authorization agreement. A single IRB may provide review for several
participating institutions, but the respective responsibilities of the IRB of record and
each relying institution shall be agreed to in writing.
An institution may agree to cede the responsibility for initial review, modifications and
continuing review to another institution’s IRB. In turn, the IRB of record agrees to
assume responsibility for initial review, modifications and continuing review. The
institution ceding the responsibility for review should understand that it is agreeing to
abide by the IRB of record’s decisions. The relying institution remains responsible
for ensuring that the research conducted within its own institution is in full
accordance with the determinations of the IRB of record.
The IRB of record has responsibility for initial review, modifications and continuing
review of the research. Such an IRB, in initially reviewing the study, should take into
account the required criteria for approval, the facilities and capabilities of the relying
institution, and the measures taken by the relying institution to ensure compliance
with the IRB’s determinations. The IRB of record should be sensitive to factors such
as community attitudes.
When an IRB approves a study, it notifies (in writing) the clinical investigator and the
institution at each location for which the IRB has assumed responsibility [21 CFR
56.109(d)]. All required reports from the clinical investigators should be sent directly
to the IRB of record with copies to the investigator’s institution, as appropriate.
When the CHMCA IRB is not the IRB of record, it performs an administrative review
on all initial approvals, amendments, continuing reviews and other submission types
as necessary as detailed below:
Process of Administrative Review
•
In addition to submitting all materials required for initial review, the review and
recommendations of the IRB of record must be provided.
•
The CHMCA IRB administrative office will conduct a preview to ensure
completeness of the submission as well as to confirm CHMCA investigators
meet the requirements for training education per institutional policy.,
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•
•

•

The Chair or a designated voting member must review all materials with
particular consideration of institutional policy, local rules and context.
If the administrative review finds no changes are needed, the study is
accepted. The IRB of record is informed of CHMCA IRB’s acceptance and is
requested to provide CHMCA IRB a copy of any adverse events, changes or
continuing reviews so they may be considered and accepted by the CHMCA
IRB.
If nonsignificant changes are needed to the study, a letter should be sent to the
IRB of record specifying the changes requested prior to accepting the reliance.

All records of accepted protocols will be retained following the same process as protocols
for which the CHMCA IRB is the IRB of record.
The CHMCA IRB seeks to have collaborating agreements in place with local IRBs
who often work with CHMCA. If the investigator must receive approval at more than
one local institution, the location where the largest part of work is done will be
considered the primary IRB for the study. If the investigator has a multicenter study
for which there is a central IRB which is established to provide specific expertise, that
IRB will be considered the primary IRB for the study. Documentation of authorization
agreements will be kept by the IRB administration office.
2.

For Children’s Oncology Group (COG) protocols, CHMCA intends to use the
National Cancer Institute Pediatric Central Institutional Review Board (,
IRB00004296) as the IRB of record and ongoing monitor. The CHMCA FWA has
been modified to reflect this and an executed authorization agreement has been
completed. The P-CIRB serves as the IRB of record. The CHMCA IRB’s role is
limited to the administrative process outlined above.

XXII. REPORTING PROTOCOL DEVIATIONS TO THE IRB
1.

To be in compliance with all regulations concerning Human Subject Research, there
must be a policy and procedure for reporting protocol deviations to the IRB. The
Rebecca Considine Research Institute has developed a standard operating
procedure on Protocol Compliance which has been reviewed and agreed to by the
IRB (see July 2013 memorandum). This document has been attached as #12.

2.

All IRB protocols should be conducted in accordance with the approved written
protocol. Intentional or unintentional failure to comply with regulations or the process
defined in the protocol are considered non-compliance and need to be reported and
corrected.

3.

The IRB has adopted the following approach to protocol deviation (changes in
conduct of the IRB – approved protocol without IRB approval):

A deviation is described as “Changes in the conduct of the IRB-approved study plan” (e.g.
protocol) without the IRB’s approval. Deviations can be 1) minor or administrative protocol
deviations; 2) emergency deviations; or 3) major, non-emergent deviations.
A principal investigator with an IRB approved protocol must conduct the protocol under the
terms and specifications of the study as approved by the IRB. An investigator may not
deviate from the requirements for procedures or testing of participants as outlined in the
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protocol. Protocol deviations are recorded on the Deviation Summary Log and reported to
the IRB. Major Deviations are reported to the IRB within 5 working days of discovery or as
soon as possible following notifications. Minor Deviations are summarized and submitted
to the IRB at the time of continuing review. If the study is terminated prior to annual review
the summarized report is submitted with the IRB study close-out report.
Protocol deviations that result in a change to the protocol, consent form or the risk/benefit
ratio for the study should be reported to the IRB promptly (within 5 working days or as
soon as possible). The submission should be a Major Deviation Submission Form, and if
deemed appropriate, an amended protocol and consent form (if appropriate). A
reasonable explanation as to why the deviation occurred and steps that are in place to
prevent any future occurrence should be included for all Major Deviations.
The examples listed below are a guide and are not meant to be all-inclusive.
Examples of Major Deviations may include but not limited:
















Failure to obtain informed consent, i.e., there is no documentation of informed
consent or informed consent was obtained after initiation of study procedures.
Informed consent obtained by someone not approved to obtain consent for the
protocol.
Use of invalid consent form, i.e., consent form without IRB approval stamp, or
outdated/expired consent form.
Enrolling an ineligible participant.
Performing a research procedure not in the approved protocol.
Deviating from the approved study protocol that affects participant safety or
data integrity.
Failure to report a serious adverse event to sponsor and/or regulatory
agencies.
Study medication dispensing error.
Medication dosing error.
Failure of a participant to return unused study medication following the
conclusion of study participation.
Failure to follow safety monitoring plan.
Continuing research activities are IRB approval has expired.
Use of recruitment procedures not approved by the IRB.
Participant giving study medication to a third-party.
Enrolling significantly more subjects that proposed in the IRB approved
protocol.

Examples of Minor Deviations may include but not limited:




Original signed and dated consent form is missing (only a photocopy available)
Executed consent form has missing pages.
Failure to follow the approved study protocol that does not affect participant
safety (e.g., study procedure conducted out of sequence, failure to perform a
required test, missing laboratory results, study visit conducted outside of
required timeframe).
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XXIII.

IRB REVIEW OF CLINICAL TRIAL WEBSITES
(Based on OHRP guidance September 2005)
1.

When information posted on a clinical trial website goes beyond directory listings
with basic descriptive information, such information is considered part of the
informed consent process and therefore requires IRB review and approval.

2.

Basic descriptive information is considered to include:
A.
B.
C.
D.
E.
F.

3.

Study title
Purpose of the study
protocol summary
basic eligibility criteria
study sites (location)
how to contact the study for further information

Information exceeding the above included descriptions of clinical trial risks and
benefits or any solicitation of identifiable information requires IRB approval.
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The Belmont Report
Office of the Secretary
Ethical Principles and Guidelines for the Protection of Human
Subjects of Research
The National Commission for the Protection of Human Subjects
of Biomedical and Behavioral Research
April 18, 1979
AGENCY: Department of Health, Education, and Welfare.
ACTION: Notice of Report for Public Comment.
SUMMARY: On July 12, 1974, the National Research Act (Pub. L. 93-348) was signed into law, thereby creating the National Commission for the Protection of Human Subjects of Biomedical and Behavioral
Research. One of the charges to the Commission was to identify the basic ethical principles that should
underlie the conduct of biomedical and behavioral research involving human subjects and to develop
guidelines which should be followed to assure that such research is conducted in accordance with those
principles. In carrying out the above, the Commission was directed to consider: (i) the boundaries
between biomedical and behavioral research and the accepted and routine practice of medicine, (ii) the
role of assessment of risk-benefit criteria in the determination of the appropriateness of research involving
human subjects, (iii) appropriate guidelines for the selection of human subjects for participation in such
research and (iv) the nature and definition of informed consent in various research settings.
The Belmont Report attempts to summarize the basic ethical principles identified by the Commission in
the course of its deliberations. It is the outgrowth of an intensive four-day period of discussions that were
held in February 1976 at the Smithsonian Institution's Belmont Conference Center supplemented by the
monthly deliberations of the Commission that were held over a period of nearly four years. It is a
statement of basic ethical principles and guidelines that should assist in resolving the ethical problems
that surround the conduct of research with human subjects. By publishing the Report in the Federal
Register, and providing reprints upon request, the Secretary intends that it may be made readily available
to scientists, members of Institutional Review Boards, and Federal employees. The two-volume
Appendix, containing the lengthy reports of experts and specialists who assisted the Commission in
fulfilling this part of its charge, is available as DHEW Publication No. (OS) 78-0013 and No. (OS) 780014, for sale by the Superintendent of Documents, U.S. Government Printing Office, Washington, D.C.
20402.
Unlike most other reports of the Commission, the Belmont Report does not make specific
recommendations for administrative action by the Secretary of Health, Education, and Welfare. Rather,
the Commission recommended that the Belmont Report be adopted in its entirety, as a statement of the
Department's policy. The Department requests public comment on this recommendation.
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Ethical Principles & Guidelines for Research Involving Human Subjects
Scientific research has produced substantial social benefits. It has also posed some troubling ethical
questions. Public attention was drawn to these questions by reported abuses of human subjects in
biomedical experiments, especially during the Second World War. During the Nuremberg War Crime
Trials, the Nuremberg code was drafted as a set of standards for judging physicians and scientists who
had conducted biomedical experiments on concentration camp prisoners. This code became the prototype
of many later codes intended to assure that research involving human subjects would be carried out in an
ethical manner.
The codes consist of rules, some general, others specific, that guide the investigators or the reviewers of
research in their work. Such rules often are inadequate to cover complex situations; at times they come
into conflict, and they are frequently difficult to interpret or apply. Broader ethical principles will provide
a basis on which specific rules may be formulated, criticized and interpreted.
Three principles, or general prescriptive judgments, that are relevant to research involving human subjects
are identified in this statement. Other principles may also be relevant. These three are comprehensive,
however, and are stated at a level of generalization that should assist scientists, subjects, reviewers and
interested citizens to understand the ethical issues inherent in research involving human subjects. These
principles cannot always be applied so as to resolve beyond dispute particular ethical problems. The
objective is to provide an analytical framework that will guide the resolution of ethical problems arising
from research involving human subjects.
This statement consists of a distinction between research and practice, a discussion of the three basic
ethical principles, and remarks about the application of these principles.

Part A: Boundaries Between Practice & Research
A. Boundaries Between Practice and Research
It is important to distinguish between biomedical and behavioral research, on the one hand, and the
practice of accepted therapy on the other, in order to know what activities ought to undergo review for the
protection of human subjects of research. The distinction between research and practice is blurred partly
because both often occur together (as in research designed to evaluate a therapy) and partly because
notable departures from standard practice are often called "experimental" when the terms "experimental"
and "research" are not carefully defined.
For the most part, the term "practice" refers to interventions that are designed solely to enhance the wellbeing of an individual patient or client and that have a reasonable expectation of success. The purpose of
medical or behavioral practice is to provide diagnosis, preventive treatment or therapy to particular
individuals. By contrast, the term "research' designates an activity designed to test a hypothesis, permit
conclusions to be drawn, and thereby to develop or contribute to generalizable knowledge (expressed, for
example, in theories, principles, and statements of relationships). Research is usually described in a
formal protocol that sets forth an objective and a set of procedures designed to reach that objective.
When a clinician departs in a significant way from standard or accepted practice, the innovation does not,
in and of itself, constitute research. The fact that a procedure is "experimental," in the sense of new,
untested or different, does not automatically place it in the category of research. Radically new
procedures of this description should, however, be made the object of formal research at an early stage in
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order to determine whether they are safe and effective. Thus, it is the responsibility of medical practice
committees, for example, to insist that a major innovation be incorporated into a formal research project.
Research and practice may be carried on together when research is designed to evaluate the safety and
efficacy of a therapy. This need not cause any confusion regarding whether or not the activity requires
review; the general rule is that if there is any element of research in an activity, that activity should
undergo review for the protection of human subjects.

Part B: Basic Ethical Principles
B. Basic Ethical Principles
The expression "basic ethical principles" refers to those general judgments that serve as a basic
justification for the many particular ethical prescriptions and evaluations of human actions. Three basic
principles, among those generally accepted in our cultural tradition, are particularly relevant to the ethics
of research involving human subjects: the principles of respect of persons, beneficence and justice.
1. Respect for Persons. -- Respect for persons incorporates at least two ethical convictions: first, that
individuals should be treated as autonomous agents, and second, that persons with diminished autonomy
are entitled to protection. The principle of respect for persons thus divides into two separate moral
requirements: the requirement to acknowledge autonomy and the requirement to protect those with
diminished autonomy.
An autonomous person is an individual capable of deliberation about personal goals and of acting under
the direction of such deliberation. To respect autonomy is to give weight to autonomous persons'
considered opinions and choices while refraining from obstructing their actions unless they are clearly
detrimental to others. To show lack of respect for an autonomous agent is to repudiate that person's
considered judgments, to deny an individual the freedom to act on those considered judgments, or to
withhold information necessary to make a considered judgment, when there are no compelling reasons to
do so.
However, not every human being is capable of self-determination. The capacity for self-determination
matures during an individual's life, and some individuals lose this capacity wholly or in part because of
illness, mental disability, or circumstances that severely restrict liberty. Respect for the immature and the
incapacitated may require protecting them as they mature or while they are incapacitated.
Some persons are in need of extensive protection, even to the point of excluding them from activities
which may harm them; other persons require little protection beyond making sure they undertake
activities freely and with awareness of possible adverse consequence. The extent of protection afforded
should depend upon the risk of harm and the likelihood of benefit. The judgment that any individual lacks
autonomy should be periodically reevaluated and will vary in different situations.
In most cases of research involving human subjects, respect for persons demands that subjects enter into
the research voluntarily and with adequate information. In some situations, however, application of the
principle is not obvious. The involvement of prisoners as subjects of research provides an instructive
example. On the one hand, it would seem that the principle of respect for persons requires that prisoners
not be deprived of the opportunity to volunteer for research. On the other hand, under prison conditions
they may be subtly coerced or unduly influenced to engage in research activities for which they would not
otherwise volunteer. Respect for persons would then dictate that prisoners be protected. Whether to allow
prisoners to "volunteer" or to "protect" them presents a dilemma. Respecting persons, in most hard cases,
is often a matter of balancing competing claims urged by the principle of respect itself.
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2. Beneficence. -- Persons are treated in an ethical manner not only by respecting their decisions and
protecting them from harm, but also by making efforts to secure their well-being. Such treatment falls
under the principle of beneficence. The term "beneficence" is often understood to cover acts of kindness
or charity that go beyond strict obligation. In this document, beneficence is understood in a stronger
sense, as an obligation. Two general rules have been formulated as complementary expressions of
beneficent actions in this sense: (1) do not harm and (2) maximize possible benefits and minimize
possible harms.
The Hippocratic maxim "do no harm" has long been a fundamental principle of medical ethics. Claude
Bernard extended it to the realm of research, saying that one should not injure one person regardless of
the benefits that might come to others. However, even avoiding harm requires learning what is harmful;
and, in the process of obtaining this information, persons may be exposed to risk of harm. Further, the
Hippocratic Oath requires physicians to benefit their patients "according to their best judgment." Learning
what will in fact benefit may require exposing persons to risk. The problem posed by these imperatives is
to decide when it is justifiable to seek certain benefits despite the risks involved, and when the benefits
should be foregone because of the risks.
The obligations of beneficence affect both individual investigators and society at large, because they
extend both to particular research projects and to the entire enterprise of research. In the case of particular
projects, investigators and members of their institutions are obliged to give forethought to the
maximization of benefits and the reduction of risk that might occur from the research investigation. In the
case of scientific research in general, members of the larger society are obliged to recognize the longer
term benefits and risks that may result from the improvement of knowledge and from the development of
novel medical, psychotherapeutic, and social procedures.
The principle of beneficence often occupies a well-defined justifying role in many areas of research
involving human subjects. An example is found in research involving children. Effective ways of treating
childhood diseases and fostering healthy development are benefits that serve to justify research involving
children -- even when individual research subjects are not direct beneficiaries. Research also makes it
possible to avoid the harm that may result from the application of previously accepted routine practices
that on closer investigation turn out to be dangerous. But the role of the principle of beneficence is not
always so unambiguous. A difficult ethical problem remains, for example, about research that presents
more than minimal risk without immediate prospect of direct benefit to the children involved. Some have
argued that such research is inadmissible, while others have pointed out that this limit would rule out
much research promising great benefit to children in the future. Here again, as with all hard cases, the
different claims covered by the principle of beneficence may come into conflict and force difficult
choices.
3. Justice. -- Who ought to receive the benefits of research and bear its burdens? This is a question of
justice, in the sense of "fairness in distribution" or "what is deserved." An injustice occurs when some
benefit to which a person is entitled is denied without good reason or when some burden is imposed
unduly. Another way of conceiving the principle of justice is that equals ought to be treated equally.
However, this statement requires explication. Who is equal and who is unequal? What considerations
justify departure from equal distribution? Almost all commentators allow that distinctions based on
experience, age, deprivation, competence, merit and position do sometimes constitute criteria justifying
differential treatment for certain purposes. It is necessary, then, to explain in what respects people should
be treated equally. There are several widely accepted formulations of just ways to distribute burdens and
benefits. Each formulation mentions some relevant property on the basis of which burdens and benefits
should be distributed. These formulations are (1) to each person an equal share, (2) to each person
according to individual need, (3) to each person according to individual effort, (4) to each person
according to societal contribution, and (5) to each person according to merit.
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Questions of justice have long been associated with social practices such as punishment, taxation and
political representation. Until recently these questions have not generally been associated with scientific
research. However, they are foreshadowed even in the earliest reflections on the ethics of research
involving human subjects. For example, during the 19th and early 20th centuries the burdens of serving as
research subjects fell largely upon poor ward patients, while the benefits of improved medical care flowed
primarily to private patients. Subsequently, the exploitation of unwilling prisoners as research subjects in
Nazi concentration camps was condemned as a particularly flagrant injustice. In this country, in the
1940's, the Tuskegee syphilis study used disadvantaged, rural black men to study the untreated course of a
disease that is by no means confined to that population. These subjects were deprived of demonstrably
effective treatment in order not to interrupt the project, long after such treatment became generally
available.
Against this historical background, it can be seen how conceptions of justice are relevant to research
involving human subjects. For example, the selection of research subjects needs to be scrutinized in order
to determine whether some classes (e.g., welfare patients, particular racial and ethnic minorities, or
persons confined to institutions) are being systematically selected simply because of their easy
availability, their compromised position, or their manipulability, rather than for reasons directly related to
the problem being studied. Finally, whenever research supported by public funds leads to the
development of therapeutic devices and procedures, justice demands both that these not provide
advantages only to those who can afford them and that such research should not unduly involve persons
from groups unlikely to be among the beneficiaries of subsequent applications of the research.

Part C: Applications
C. Applications
Applications of the general principles to the conduct of research leads to consideration of the following
requirements: informed consent, risk/benefit assessment, and the selection of subjects of research.
1. Informed Consent. -- Respect for persons requires that subjects, to the degree that they are capable, be
given the opportunity to choose what shall or shall not happen to them. This opportunity is provided when
adequate standards for informed consent are satisfied.
While the importance of informed consent is unquestioned, controversy prevails over the nature and
possibility of an informed consent. Nonetheless, there is widespread agreement that the consent process
can be analyzed as containing three elements: information, comprehension and voluntariness.
Information. Most codes of research establish specific items for disclosure intended to assure that
subjects are given sufficient information. These items generally include: the research procedure, their
purposes, risks and anticipated benefits, alternative procedures (where therapy is involved), and a
statement offering the subject the opportunity to ask questions and to withdraw at any time from the
research. Additional items have been proposed, including how subjects are selected, the person
responsible for the research, etc.
However, a simple listing of items does not answer the question of what the standard should be for
judging how much and what sort of information should be provided. One standard frequently invoked in
medical practice, namely the information commonly provided by practitioners in the field or in the locale,
is inadequate since research takes place precisely when a common understanding does not exist. Another
standard, currently popular in malpractice law, requires the practitioner to reveal the information that
reasonable persons would wish to know in order to make a decision regarding their care. This, too, seems
insufficient since the research subject, being in essence a volunteer, may wish to know considerably more
about risks gratuitously undertaken than do patients who deliver themselves into the hand of a clinician
for needed care. It may be that a standard of "the reasonable volunteer" should be proposed: the extent
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and nature of information should be such that persons, knowing that the procedure is neither necessary for
their care nor perhaps fully understood, can decide whether they wish to participate in the furthering of
knowledge. Even when some direct benefit to them is anticipated, the subjects should understand clearly
the range of risk and the voluntary nature of participation.
A special problem of consent arises where informing subjects of some pertinent aspect of the research is
likely to impair the validity of the research. In many cases, it is sufficient to indicate to subjects that they
are being invited to participate in research of which some features will not be revealed until the research
is concluded. In all cases of research involving incomplete disclosure, such research is justified only if it
is clear that (1) incomplete disclosure is truly necessary to accomplish the goals of the research, (2) there
are no undisclosed risks to subjects that are more than minimal, and (3) there is an adequate plan for
debriefing subjects, when appropriate, and for dissemination of research results to them. Information
about risks should never be withheld for the purpose of eliciting the cooperation of subjects, and truthful
answers should always be given to direct questions about the research. Care should be taken to distinguish
cases in which disclosure would destroy or invalidate the research from cases in which disclosure would
simply inconvenience the investigator.
Comprehension. The manner and context in which information is conveyed is as important as the
information itself. For example, presenting information in a disorganized and rapid fashion, allowing too
little time for consideration or curtailing opportunities for questioning, all may adversely affect a subject's
ability to make an informed choice.
Because the subject's ability to understand is a function of intelligence, rationality, maturity and language,
it is necessary to adapt the presentation of the information to the subject's capacities. Investigators are
responsible for ascertaining that the subject has comprehended the information. While there is always an
obligation to ascertain that the information about risk to subjects is complete and adequately
comprehended, when the risks are more serious, that obligation increases. On occasion, it may be suitable
to give some oral or written tests of comprehension.
Special provision may need to be made when comprehension is severely limited -- for example, by
conditions of immaturity or mental disability. Each class of subjects that one might consider as
incompetent (e.g., infants and young children, mentally disable patients, the terminally ill and the
comatose) should be considered on its own terms. Even for these persons, however, respect requires
giving them the opportunity to choose to the extent they are able, whether or not to participate in research.
The objections of these subjects to involvement should be honored, unless the research entails providing
them a therapy unavailable elsewhere. Respect for persons also requires seeking the permission of other
parties in order to protect the subjects from harm. Such persons are thus respected both by acknowledging
their own wishes and by the use of third parties to protect them from harm.
The third parties chosen should be those who are most likely to understand the incompetent subject's
situation and to act in that person's best interest. The person authorized to act on behalf of the subject
should be given an opportunity to observe the research as it proceeds in order to be able to withdraw the
subject from the research, if such action appears in the subject's best interest.
Voluntariness. An agreement to participate in research constitutes a valid consent only if voluntarily
given. This element of informed consent requires conditions free of coercion and undue influence.
Coercion occurs when an overt threat of harm is intentionally presented by one person to another in order
to obtain compliance. Undue influence, by contrast, occurs through an offer of an excessive, unwarranted,
inappropriate or improper reward or other overture in order to obtain compliance. Also, inducements that
would ordinarily be acceptable may become undue influences if the subject is especially vulnerable.
Unjustifiable pressures usually occur when persons in positions of authority or commanding influence -especially where possible sanctions are involved -- urge a course of action for a subject. A continuum of
such influencing factors exists, however, and it is impossible to state precisely where justifiable
persuasion ends and undue influence begins. But undue influence would include actions such as
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manipulating a person's choice through the controlling influence of a close relative and threatening to
withdraw health services to which an individual would otherwise be entitle.
2. Assessment of Risks and Benefits. -- The assessment of risks and benefits requires a careful arrayal of
relevant data, including, in some cases, alternative ways of obtaining the benefits sought in the research.
Thus, the assessment presents both an opportunity and a responsibility to gather systematic and
comprehensive information about proposed research. For the investigator, it is a means to examine
whether the proposed research is properly designed. For a review committee, it is a method for
determining whether the risks that will be presented to subjects are justified. For prospective subjects, the
assessment will assist the determination whether or not to participate.
The Nature and Scope of Risks and Benefits. The requirement that research be justified on the basis of
a favorable risk/benefit assessment bears a close relation to the principle of beneficence, just as the moral
requirement that informed consent be obtained is derived primarily from the principle of respect for
persons. The term "risk" refers to a possibility that harm may occur. However, when expressions such as
"small risk" or "high risk" are used, they usually refer (often ambiguously) both to the chance
(probability) of experiencing a harm and the severity (magnitude) of the envisioned harm.
The term "benefit" is used in the research context to refer to something of positive value related to health
or welfare. Unlike, "risk," "benefit" is not a term that expresses probabilities. Risk is properly contrasted
to probability of benefits, and benefits are properly contrasted with harms rather than risks of harm.
Accordingly, so-called risk/benefit assessments are concerned with the probabilities and magnitudes of
possible harm and anticipated benefits. Many kinds of possible harms and benefits need to be taken into
account. There are, for example, risks of psychological harm, physical harm, legal harm, social harm and
economic harm and the corresponding benefits. While the most likely types of harms to research subjects
are those of psychological or physical pain or injury, other possible kinds should not be overlooked.
Risks and benefits of research may affect the individual subjects, the families of the individual subjects,
and society at large (or special groups of subjects in society). Previous codes and Federal regulations have
required that risks to subjects be outweighed by the sum of both the anticipated benefit to the subject, if
any, and the anticipated benefit to society in the form of knowledge to be gained from the research. In
balancing these different elements, the risks and benefits affecting the immediate research subject will
normally carry special weight. On the other hand, interests other than those of the subject may on some
occasions be sufficient by themselves to justify the risks involved in the research, so long as the subjects'
rights have been protected. Beneficence thus requires that we protect against risk of harm to subjects and
also that we be concerned about the loss of the substantial benefits that might be gained from research.
The Systematic Assessment of Risks and Benefits. It is commonly said that benefits and risks must be
"balanced" and shown to be "in a favorable ratio." The metaphorical character of these terms draws
attention to the difficulty of making precise judgments. Only on rare occasions will quantitative
techniques be available for the scrutiny of research protocols. However, the idea of systematic,
nonarbitrary analysis of risks and benefits should be emulated insofar as possible. This ideal requires
those making decisions about the justifiability of research to be thorough in the accumulation and
assessment of information about all aspects of the research, and to consider alternatives systematically.
This procedure renders the assessment of research more rigorous and precise, while making
communication between review board members and investigators less subject to misinterpretation,
misinformation and conflicting judgments. Thus, there should first be a determination of the validity of
the presuppositions of the research; then the nature, probability and magnitude of risk should be
distinguished with as much clarity as possible. The method of ascertaining risks should be explicit,
especially where there is no alternative to the use of such vague categories as small or slight risk. It
should also be determined whether an investigator's estimates of the probability of harm or benefits are
reasonable, as judged by known facts or other available studies.
Finally, assessment of the justifiability of research should reflect at least the following considerations: (i)
Brutal or inhumane treatment of human subjects is never morally justified. (ii) Risks should be reduced to
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those necessary to achieve the research objective. It should be determined whether it is in fact necessary
to use human subjects at all. Risk can perhaps never be entirely eliminated, but it can often be reduced by
careful attention to alternative procedures. (iii) When research involves significant risk of serious
impairment, review committees should be extraordinarily insistent on the justification of the risk (looking
usually to the likelihood of benefit to the subject -- or, in some rare cases, to the manifest voluntariness of
the participation). (iv) When vulnerable populations are involved in research, the appropriateness of
involving them should itself be demonstrated. A number of variables go into such judgments, including
the nature and degree of risk, the condition of the particular population involved, and the nature and level
of the anticipated benefits. (v) Relevant risks and benefits must be thoroughly arrayed in documents and
procedures used in the informed consent process.
3. Selection of Subjects. -- Just as the principle of respect for persons finds expression in the
requirements for consent, and the principle of beneficence in risk/benefit assessment, the principle of
justice gives rise to moral requirements that there be fair procedures and outcomes in the selection of
research subjects.
Justice is relevant to the selection of subjects of research at two levels: the social and the individual.
Individual justice in the selection of subjects would require that researchers exhibit fairness: thus, they
should not offer potentially beneficial research only to some patients who are in their favor or select only
"undesirable" persons for risky research. Social justice requires that distinction be drawn between classes
of subjects that ought, and ought not, to participate in any particular kind of research, based on the ability
of members of that class to bear burdens and on the appropriateness of placing further burdens on already
burdened persons. Thus, it can be considered a matter of social justice that there is an order of preference
in the selection of classes of subjects (e.g., adults before children) and that some classes of potential
subjects (e.g., the institutionalized mentally infirm or prisoners) may be involved as research subjects, if
at all, only on certain conditions.
Injustice may appear in the selection of subjects, even if individual subjects are selected fairly by
investigators and treated fairly in the course of research. Thus injustice arises from social, racial, sexual
and cultural biases institutionalized in society. Thus, even if individual researchers are treating their
research subjects fairly, and even if IRBs are taking care to assure that subjects are selected fairly within a
particular institution, unjust social patterns may nevertheless appear in the overall distribution of the
burdens and benefits of research. Although individual institutions or investigators may not be able to
resolve a problem that is pervasive in their social setting, they can consider distributive justice in selecting
research subjects.
Some populations, especially institutionalized ones, are already burdened in many ways by their
infirmities and environments. When research is proposed that involves risks and does not include a
therapeutic component, other less burdened classes of persons should be called upon first to accept these
risks of research, except where the research is directly related to the specific conditions of the class
involved. Also, even though public funds for research may often flow in the same directions as public
funds for health care, it seems unfair that populations dependent on public health care constitute a pool of
preferred research subjects if more advantaged populations are likely to be the recipients of the benefits.
One special instance of injustice results from the involvement of vulnerable subjects. Certain groups, such
as racial minorities, the economically disadvantaged, the very sick, and the institutionalized may
continually be sought as research subjects, owing to their ready availability in settings where research is
conducted. Given their dependent status and their frequently compromised capacity for free consent, they
should be protected against the danger of being involved in research solely for administrative
convenience, or because they are easy to manipulate as a result of their illness or socioeconomic
condition.
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Since 1945, various codes for the proper and responsible conduct of human experimentation in medical
research have been adopted by different organizations. The best known of these codes are the Nuremberg
Code of 1947, the Helsinki Declaration of 1964 (revised in 1975), and the 1971 Guidelines (codified into
Federal Regulations in 1974) issued by the U.S. Department of Health, Education, and Welfare Codes for
the conduct of social and behavioral research have also been adopted, the best known being that of the
American Psychological Association, published in 1973.
Although practice usually involves interventions designed solely to enhance the well-being of a particular
individual, interventions are sometimes applied to one individual for the enhancement of the well-being
of another (e.g., blood donation, skin grafts, organ transplants) or an intervention may have the dual
purpose of enhancing the well-being of a particular individual, and, at the same time, providing some
benefit to others (e.g., vaccination, which protects both the person who is vaccinated and society
generally). The fact that some forms of practice have elements other than immediate benefit to the
individual receiving an intervention, however, should not confuse the general distinction between
research and practice. Even when a procedure applied in practice may benefit some other person, it
remains an intervention designed to enhance the well-being of a particular individual or groups of
individuals; thus, it is practice and need not be reviewed as research.
Because the problems related to social experimentation may differ substantially from those of biomedical
and behavioral research, the Commission specifically declines to make any policy determination
regarding such research at this time. Rather, the Commission believes that the problem ought to be
addressed by one of its successor bodies.
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